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VARIATIONS ON A NEUROLOGICAL THEME— 
CORTICAL LOCALIZATION* 


Sir GEOFFREY JEFFERSON, C.B.E., M.S., F.R.C.S., F.R.S. 
Emeritus Professor of Neurosurgery, University of Manchester 


On another occasion (Jefferson, 1953) I traced the 
attempts made by many up to the mid-1880’s in the 
study of the anatomy and histology of the brain, and 
by way of excisions and stimulations, in the hope of 
finding some local signs of function in the cerebral 
cortex. It was clear that clinicians 100 and more years 
ago had not been able to relate experimental findings 
with the manifest results of disease. The story was 
taken from about 1800 to 1884, the date of Rickman 
Godlee’s removal of a brain tumour clinically localized 
in the light of the new neurology. Although electrical 
stimulations had been used before, success was finally 
achieved by Fritsch and Hitzig and David Ferrier. Either 
the stimulations had been confined to the wrong places 
or the animals’ conditions had become so bad as a result 
of blood loss and the roughness of the surgery that the 
brains were inexcitable to the crude stimuli used. Or 
else, again, the experimenter had been so surprised (as 
was Robert Todd’s fate) by what happened that he 
noted it and passed on to verify the classically accepted 
beliefs that no motor activity could be evoked from 
anything higher than the mid-brain. Everything below 
that level gave responses. 

It should, I think, be interesting if, without covering 
exactly the same field again, we were to try to find 
whether Hughlings Jackson had had any intimations 
hinting that it would not be against probability if func- 
tion were not as diffusely spread in the cerebral mantle 
as it was currently held to be, something that would 
encourage him to search in his clinical material for signs 
Suggesting very strongly restricted locations of origin. 
Events were to prove Jackson a real discoverer. Others 
before him had observed the same phenomena as those 
he saw—Bravais for one—but had failed to draw a 
deduction, had been content to describe a localized or 
unilateral fit and leave it at that. It has to be recalled 
that the current theory, about the year 1865, was that 
the cerebral hemispheres acted as a whole through the 
“Will ” upon the motor effector systems which were 
situated in the spinal cord and brain stem as high as the 
basal ganglia. It needed some courage to break away 
from this view, one that had the authority of all the 
great names in neurophysiology. 


Jackson and Herbert Spencer 


Jackson was outspoken in expressions of respect for 
the philosopher Herbert Spencer. In his writings he 





*Read at the Joint Annual Meeting of the British Medical 
ssociation, Canadian Medical Association, and Ontario Medical 
Association, Toronto, 1955. 


often spoke most warmly of his indebtedness to Spencer’s 
general concept of nature, of the evolutionary process in 
human races and in animals, both in a physiological 
and in a sociological sense. It is not recorded whether 
Jackson and Spencer met. Jackson certainly sent 
Spencer a reprint of one paper (see Spencer’s Life and 
Letters, 1908, p. 227), but he does not appear in the 
much longer Autobiography, in which so many names 
are mentioned. Jackson was one of the 80-odd signa- 
tories in 1896, the majority Fellows of the Royal Society, 
proposing that he sat for the portrait which Sir Hubert 
Herkomer shortly painted. It is difficult, 100 years 
later, for us to understand the great hold which Herbert 
Spencer had on British and foreign thought, to accept 
his once immense reputation. Spencer does not rate a 
mention in Bertrand Russell's History of Western 
Philosophy (1949); yet that is understandable, because 
Spencer made no strikingly original innovations in 
thought ; he was in the main a sociologist, what one 
might call a physiological political reformer basing his 
views on an evolutionary theory of human society and 
of man’s mental powers. His First Principles (1862) 
was early translated into Russian. The youthful William 
Osler read the book as a matter of course when he 
entered Trinity College, Toronto, as an arts student. 
We know that Herbert Spencer believed that as organ- 
isms developed they progressed from the most simple to 
the most complex. The concept of a. passage of the 
plant and animal kingdoms from homogeneity to hetero- 
geneity he had got from von Baer. This change would 
be the essential anatomical feature of evolution. It 
made a deep and lasting impression on him. Spencer 
made an important advance on von Baer, holding that, 
having reached sufficient complexity, organisms became 
more unstable and were liable eventually to the reverse 
of evolution—namely, dissolution. It was this notion 
that Hughlings Jackson used with such force and pene- 
tration in his study of the nervous system. It became 
the idea which underlies so much of Jackson’s thinking 
and was the title of some of his famous papers—the 
Croonian Lectures entitled “ Evolution and Dissohution 
of the Nervous System ” (1884). -Spencer believed that 
the instability of highly complex organisms was due 
to their chemistry. The nitrogenous compounds would, 
he thought, be especially liable to lability. Perhaps this 
was the source of Jackson’s idea, mentioned in his 
studies of convulsions, that the nitrogenous components 
of brain cells very likely became altered if the cells 
were diseased. They would demonstrate their then 


“explosive” qualities by producing fits. 
4953 
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Spencer on Localization 


But had Herbert Spencer, we ask, anything to say speci- 
fically about localization ? Indeed he had. We find, for 
example, the following clear and unequivocal statement in 
his Principles of Psychology, published exactly a hundred 
years ago. 

“ Whoever calmly considers the question cannot long resist 
the conviction that different parts of the brain must, in some 
way or other, subserve different kinds of mental action. 
Localization of function is the law of all organization what- 
ever ; and it would be marvellous were there here an excep- 
tion . . . it cannot be denied, without going in direct opposi- 
tion to established physiological principles, that these more 
or less distinct kinds of psychical activity must be carried 
on in more or less distinct parts of the cerebral hemispheres. 
. . . Either there is some arrangement, some organization in 
the cerebrum or there is none. If there is no organization 
the cerebrum is a chaotic mass of fibres, incapable of per- 
forming any orderly action. If there is some organization 
it must consist in that same ‘physiological division of 
labour’ in which all organization consists, but there is no 
divison of labour, physiological or other, but what involves 
the concentration of special kinds of activity in special 
places.” There, then, we have it—special kinds of function 
must be localized in special places. 

But how did this earnest, voluminous, and, it has to be 
confessed, prosy writer yet persistent and powerful thinker 
come to be interested in nervous activity, to have arrived 
at such conclusions, admirable in our day, still without 
complete proof in his own early period? That he was 
fascinated by psychology should not surprise us of this 
present age, since the subject has always been and remains 
a paradise for the amateur. In Spencer’s time there was 
this as well—that it was still just possible for an intelligent 
and hard-working man to make himself familiar with many 
branches of science and with medical and physiological 
theory. Also he was a philosopher and metaphysician, and 
most of that is psychology disguised. But that does not 
tell us how it came that this son of a Derby schoolmaster, 
and a junior railway engineer engaged for some time on 
developments of the Birmingham and Gloucester Railway, 
should have turned away to such different pursuits. His 
education had been very incomplete ; he never, as he ad- 
mitted, passed an examination, but he grew up under his 
father’s influence to suspect and if possible reject accepted 
theories, and that is good training. He was an agnostic 
before Huxley had invented the term. 

The story of his youth and of his own evolution he told 
at prodigious length in his Autobiography, finished in 1894 
but not published until 1904. From it we learn (vol. 2, 
p. 103) that since boyhood he had been interested in natural 
history and especially entomology, that he became a constant 
reader of medical books and journals. He attended Richard 
Owen’s lectures on osteology and later reviewed Owen's book 
Principles of Comparative Osteology for Dr. (later Sir Ernest) 
E. H. Sieveking’s quarterly British and Foreign Medico- 
Chirurgical Review (1858), finding fault with some of Owen’s 
views, a feat repeated with greater pugnacity by Huxley. 
For the same quarterly he wrote in 1860 a 15-page critical 
review of Alexander Bain’s The Emotion and the Will. 
Spencer attributed his success in grasping biological truths 
better than most people to an inherent aptitude for laying 
hold of cardinal facts. The reason for his absence of 
wrinkles, he told George Eliot, was that he never had to 
puzzle out a problem—the solution came to him unawares 
by the unconscious association of different pieces of informa- 
tion. Though a firm believer in what he called his “ devel- 
opment theory” to explain evolutionary progress by the 
instability of the chemical structure of living organisms, he 
had not by 1860 hit on Darwin’s revelatory deployment of 
the facts of observations much more extended and particular 
than his own. He accepted Darwin's theory at once, but 
thought that it meeded a few touches. However, once 
Darwin’s books began to appear and Huxley to expound and 


a 
defend Darwin's conceptions, a good deal of Spencer's oi; 
departed, though he still held some place in the esteem of 
scientists. 

That Herbert Spencer’s sun was already setting was made 
plain at the time of his death. The Very Rev. J. Armi 
Robinson, Dean of Westminster, replied on June 17, 1904, to 
the signatories of the petition for the erection of a memor 
to Herbert Spence: in Westminster Abbey. He noticed that 
the memorialists “did not claim that Mr. Spencer has or 
will have a high place as a philosophical thinker. When | 
ask with what important achievement in philosophy, oy 
natural science, or with what permanent contribution to 
thought his name is destined to be connected, I meet with 
no satisfactory reply.” 

Sir Gordon Holmes tells me it is his impression that jp 
his later life Hughlings Jackson referred to Spencer less 
frequently than had been his custom in his middle period, 

His turn towards an interest in philosophy Spencer attri. 
buted to his friendship from 1850 onwards with G. H. Lewes 
and the reading of that man’s Biographical History of Philo. 
sophy (1845-6). Further, from 1852 onwards he had become 
a companion for walks and talks with T. H. Huxley and 
learned much from him and from Hooker, the botanist, 
But still we have nagging at us this question of Spencer and 
the source of his views on cerebral localization. The answer 
is eventually simple. It turns out that he was for many 
of his formative years a convinced phrenologist. A second 
clue is that he refers several times in his Autobiography 
to the deep impression made on him by a phrase of Milne- 
Edwards’s. This he found in a book lent him by G, 
Lewes. It enumerated the principle of “the physiological 
division of labour” found in the more elaborate organisms 
—words that we have seen him quote as a feature of the 
nervous system in the passage reprinted above. 


Spencer’s Interest in Phrenology 


Spencer left it on record that when he was 11 years old— 
that is, about 1831—he had heard a series of lectures on 
phrenology given by Dr. Spurzheim, who was going round 
the country diffusing the ideas of Gall. In 1844~5 he had 
three papers published in The Zoist, a journal newly 
launched under Dr. Elliotson’s editorship and devoted, as 
the subtitle declared, to “ Cerebral Physiology and Mesmer- 
ism and their applications to human welfare,” a new 
pseudo-science sometimes called “ mesmo-phrenology.” 
Spencer’s contributions were all written in strictly phreno- 
logical terms and in his already pompous manner. The first 
was a new view of the functions of Imitation and Benevo- 
lence, in which he agreed with the accepted proximity of the 
organs of Self-esteem, Love of Approbation, of Adhesive- 
ness, Concentrativeness, Secretiveness, and Cautiousness. His 
second paper, next year, was on the situation of the organ 
of Amativeness (sexuality), which he placed as the result 
of a study of amative persons (he gives no details) in the 
under surface of the occipital lobes and not in the cere 
bellum, as was the vogue at that time. The third com 
munication was “A Theory Concerning the Organ of 
Wonder” ; but we need not trouble to find out what it was. 
The clear fact is that he was so far a convinced phrenologist 
and therefore quite necessarily a confirmed believer in func 
tional localization in the brain. 

It is known that he had offered these lucubrations to 
George Combe, of Edinburgh, the chief proponent of 
phrenology in the British Isles and editor of the well-estab 
lished Phrenological Journal. ‘They had been rejected 
Spencer was deeply wounded by this affront ; he is knows 
to have been, and was to remain, exceptionally sensitive 
to criticism, and no doubt in spite of Dr. Elliotson’s friendl- 
ness he became a sceptic instead of an acolyte. He had his 
own head read in 1842. Firmness and self-esteem wr 
reported as its outstanding features, and he was told thal 
“such a head as this ought to be in the Church.” Further, 
Spencer constructed a cephalograph, an apparatus for 
measuring heads accurately. It is described in the Appendix 
to the Autobiography, where also will be found another of 
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his inventions, a bed which is the prototype of the “ heart 
or modern neurosurgical bed, complete with lateral tilting 
movement. ; 

He later wrote of his quondam_ beliefs, “ Partially dissen- 
tient though I was conceraing special phrenological doctrines, 
I continued an adherent of the general doctrine, not having, 
at that time, entered on those lines of psychological inquiry 
which led me eventually to conclude that, though the state- 
ments of the phrenologists might contain adumbrations of 
the truth, they did not express the truth themselves.” Yet 
some small attachment remained, and was in part responsible 
for the perceptive statement for the necessity for nervous 
organization. ' 

By the time his Principles of Psychology had been written 
he had learned more anatomy and physiology and had made 
friends with an exciting group of people, amongst them the 
household of Charles Bray at Coventry. Here he became 
the close friend and warm admirer of George Eliot and 
through friends of theirs with George Henry Lewes, George 
Eliot’s lover, whose Physiology of Common Life was said 
by Sherrington to have turned Pavlov towards physiology 
and is mentioned by the character Raskolnikov in 
Dostoievski’s Crime and Punishment. Odd that Lewes’s dull 
little book should have excited so widespread an interest. 
Yet we have to remember that the first three-quarters of 
the nineteenth century was a period vibrant with interest 
in natural phenomena, in science ig all its forms. It closely 
matched our own, and if their science seems easy to us so 
will ours appear 100 years from now. Be that as it may, it 
was George Eliot who persuaded Lewes to include Gall in 
his Biographical History of Philosophy. 

Lewes, with Maudsley, was amongst the first in England 
to relate mental processes to physiology, but he was bothered 
by Gall’s contention that the different activities of the mind 
could be effected by different parts of the grey matter, all 
of which seemed to him to be as uniform in texture as the 
folds of a piece of velvet. Lewes is in some degree correct 
here: there are differences in the structure of the grey 
matter, but not so many as to account for every way of 
thinking or every kind of emotion. Lewes was as wrong 
as he could have been in denying that there were any centres 
of any kind in the brain, though in later years he corrected 
himself. 


Charles Bray and His Circle of Friends 


We may get some further interest by visiting Charles Bray 
and taking note of the literary and sociological effects which 
the doctrines of localization of mental qualities aroused. 

The reader of Lawrence and Elisabeth Hanson’s admirable 
book Marian Evans and George Eliot may well have had 
his curiosity aroused by some early references to Charles 
Bray, his wife Caroline, and the household at “ Rosehill,” 
Coventry. Speaking of Marian Evans, a warm friend of 
and a frequent visitor to the Brays, with whom she met 
Emerson, who instantly admired her, the authors say of the 
impression that she made on Bray, “If this girl was plain— 
and that could not be denied—she had brains and she had 
humour and something else besides which made the features 
of little account. And her head development, he [Bray] 
now saw, was positively prodigious. Phrenologically speak- 
ing, she was a remarkable subject ; he longed for Combe to 
be there, and could scarcely restrain himself from rushing 
his visitor off to have a cast taken” (pp. 50-1). 

Four years later, in July, 1844, Bray succeeded in interest- 
ing Marian Evans sufficiently for her to have the cast made 
by James Deville in the Strand whilst they were in London. 
Combe declared it to be like a man’s. Miss Evans’s head 
circumference measured 224 in. (56 cm.) (which is not very 
remarkable). Bray himself had already had his head shaved, 
and rushed off to London to have a plaster cast struck. 
Writing of this event long after, Bray (1884) said: “I found 
afterwards that having my head shaved was quite unneces- 
sary, as the hair when properly dressed for taking a cast 
interferes very little with the taking of the development ; 
making no greater difference than there is sometimes between 


the external and internal plates of the skull, viz. for one- 
tenth to one-eighth of an inch, while the difference between 
a large and a small organ of the brain is from an inch to 
an inch and a half.” 


Charles Bray was vy all accounts a remarkable man, the 
friend of Robert Owen, filled with that moral earnestness 
and conviction of the perfectability of man that animated 
the early Victorian scene and made it so vital a period. 
He was warm-hearted, impetuous, intelligent, talkative, 
sincere, high-minded, honest—the most flattering adjectives 
pour out to describe him, and deservedly. Yet he was cer- 
tainly naive, for listen to him describing his honeymoon in 
North Wales with the 21-year-old Unitarian of the Priestley 
school—Caroline (Hennell). He expected, he said, to con- 
vert her to his own Evangelical Methodism. “ Consequently 
I had provided myself with Mirabeau’s System of Nature, 
Volney’s Ruins of Empires and other light reading of that 
sort to enliven the honeymoon. But again I was mistaken 
and only succeeded in making my wife exceedingly miser- 
able.” He had to admit that although she had very large 
reflective faculties her perceptive faculties were small. 

This girl, Caroline Bray, was the “ Dearest Cara” to 
whom George Eliot was more devotedly attached than to 
any other woman throughout her life. It was here, as well 
as in frequent walks on the terrace of Somerset House, that 
George Eliot became so close and so welcome a companion 
to Herbert Spencer that the waning of their friendship hurt 
her deeply. It was, one can well imagine, a blessing in dis- 
guise: Spencer, though he liked the society of women, never 
loved anyone as much as himself, and retired into a per- 
manent hypochondriacal bachelordom, his “head symp- 
toms” and insomnia brought on, he thought, by the poor 
oxygenation of his brain, for which his small lung capacity 
was responsible. He had a theory for everything. He, 
perhaps, as was said of a Canadian Prime Minister, knew 
more answers than there were questions belonging. 


George Eliot 

Deep traces can be found in the writings of George Eliot 
of her interest in science and also of the differences in 
character upon which the phrenologists had insisted. Not 
only are there many playful references to phrenological 
characteristics in her enchanting letters but there are more 
in her novels—she takes the greatest care to describe the 
appearances and characteristics of her dramatis personae. 
Her great art, as in that of Trollope, was that her characters 
always behave “in character,” unlike those of Dickens, in 
so many of whom cold or even ruffianly behaviour masked 
an unexpectedly warm and generous heart. 


What has come of this kind of cerebral localization to-day, 
this localization of such attributes as love of children, of 
music, capacity to remember, veneration? All gone, of 
course. But not without leaving its traces on neurology by 
the paths sketched at the beginning of this paper. And 
never again completely lost. Phrenology has given place 
to the studies of the shapes of people’s faces, their expres- 
sions, the contours of their bodies, their muscular develop- 
ment. Kretschmer did this service to psychiatry by describ- 
ing the schizophrenic and manic types. More recently, 
Sheldon in the U.S.A. and Parnell at Oxford have worked 
out somatotypes dividing humans into three main types—the 
endomorphs, mesomorphs, and ectomorphs—the last the 
most linear in shape, the endomorphs rounder. The meso- 
morphs, those with most bone and muscle development, 
comprise the majority of undergraduates who achieve a good 
all-round performance at sport as well as work. They do 
not (or may not) reach the highest academic level in first- 
class honours, but they seldom get a third class or less. 


Real Physiology of the Brain 


Was Herbert Spencer right in declaring that special func- 
tion must be concentrated in special places? Yes, of course. 
But we see to-day that this, once so satisfactory, is an 
insufficient explanation of how the brain works. It tells us 
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nothing of relationships, for which a knowledge of the 
harmony and co-operation of the units which comprise it 
is essential. This is the real physiology of the brain, the 
subject on which Hughlings Jackson himself expended so 
much of his hardest thinking. Jackson’s knowledge of 
cortical function was inadequate, but that did not prevent 
him from the formulation of a majestic conception of the 
brain’s actions. Since his day we became too engrossed by 
the cortex. In recent years attention has shifted back again, 
none too soon, to the subcortex—to the brain stem and 
basal ganglia—in a way that earlier generations would have 
recognized as a search for integration along paths fainter 
in their day but nevertheless familiar. The new work 
has come largely from the Canadian school led by Wilder 
Penfield and Jasper, the Americans led by Ranson and 
Magoun and their many pupils, and also from Adrian in 
England and Bremer in Brussels. 

Our current knowledge of the cortex and its deeper con- 
nexions has been made possible by modern technical inven- 
tions. If the conception of the centrencephalic system, to 
use Penfield and Jasper’s term for a lower level integrating 
centre—a concept not, it is true, accepted by a!l—runs 
counter to Jacksonian levels, if higher levels physiologically 
seem to be lower anatomically, and therefore not to fit very 
well, we have no right to say that the proposition is neces- 
sarily wrong. It may not indeed be the last word, yet it 
fits well with neurosurgical clinical experience. We see the 
powers that reside in human minds called into being along 
the ancient pathways which man shares with the animals— 
but with a final result so different because of the immense 
potential cellular wealth of the cortex and the vast richness 
of its relays and communication systems. We see them 
destroyed by lesions at mid-brain level more completely 
than anywhere else. 

This is the crux of the new plan of integration in which 
cortical localization has its proper and honoured place. If 
we no longer believe that such things as love and loyalty, 
tenderness and friendship and happiness, have special abodes 
in the brain, yet we know that some such attributes exist, 
fictitious as definite entities though they may be, and that 
they are the by-products of the harmony of body and brain. 
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The annual report of the Marie Curie Memorial Founda- 
tion for 1954-5 records the continuing progress of this 
organization and the excellent work it is doing. Some 
interesting details are given of the cancer talks which were 
available through the Hull Phonodiary Service (see British 
Medical Journal, October 2, 1954, p. 802). Three recorded 
talks were made lasting for 2 minutes each. The first was 
on signs and symptoms, the second on methods of treat- 
ment, and the third on progress of research. The first talk 
was available to subscribers on the Hull telephone exchange 
for 12 weeks, and the average number of those who listened 
to the talk each week was 429. Thirty-two trunk calls were 
made during this period from inquirers living outside Hull. 
The second talk was available for 15 weeks, and 369 people 
listened to it on an average each week. The third talk was 
apparently not so popular, the average number of listeners 
per week being 221. It is considered that the main advan- 
tages of this method of health education by telephone are 
that the person making the inquiry remains anonymous and 
that it is possible to check the number of inquiries made 
without destroying this anonymity. 
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Lecturer in Medicine, Osmania Medical College ; 
Visiting Physician, Sarojini Devi Hospital, 
Hyderabad-Deccan, India 


Fluorine is one of the trace elements normally presen 
in the body, and, in small amounts, exerts a beneficial 
influence on the enamel of teeth. Fluorine is found in 
most foodstuffs and in drinking-water in areas of 
endemic fluorosis. Fluoridation of public water sup- 
plies has lately been undertaken in the United States, 
so that to-day nearly sixteen million people in the USA. 
are drinking fluoridated water, and a marked reduction 
in dental caries has been noted (Ast ef al., 1950: 
Schlesinger et al., 1950; Heyroth, 1951, 1952, 1953), 
Stones (1954) has reviewed in detail the subject of 
fluoridation of domestic water supplies so far as it con. 
trols dental caries. 

The amount of fluorides required for industrial pur- 
poses exceeds 500 million pounds (226,796,000 kg) 
(Largent and Ferneau, 1944). Industries such as mining, 
and the conversion of phosphate into superphosphate, a 
common fertilizer, and the manufacture of glass, enamel, 
and aluminium, expose workers to appreciable dangers 
of excessive fluoride intake. Industrial exposure to 
fluorine is now known to produce a form of osteo 
sclerosis, to which its Danish discoverers, Moller and 
Gudjonsson (1932), have given the name fluorosis. 

Adequate research on the industrial and experimental 
aspects of fluorine intoxication has been carried out in 
Britain, Europe, and the United States. In India the 
pioneer work on endemic fluorosis was done by Shortt 
and his collaborators (1937a, 1937b). In Hyderabad 
Deccan this field has so far remained unexplored froma 
clinical point of view, although fluorosis is prevalent i 
many parts. This paper therefore proposes to bring 
forward in detail the various clinical features of the 
disease, with special reference to attendant neurological 
manifestations, both in human subjects and in animals. 


The Investigation 

The villages of Kamaguda, Yedvelli, and Yellareddyguda 
were chosen for investigation. These villages lie clos 
to each other, about 50 miles from the city of Hyderabad, 
in the Nalgonda District. The climate is hot and in summer 
the temperature touches 115° F. (46.1°C.) in the shade 
The average annual rainfall is 25 in. (63.5 cm.). The soilis 
sandy and consists of granite associated with fluorite. Work 
on tobacco plantations is the main occupation of the 
people. 

The populations of Kamaguda, Yedvelli, and Yellareddy 
guda are 95, 813, and 1,100 respectively. The general standard 
of living is low, the hygienic conditions are poor, and th 
system of disposal of sewage is inadequate. There are2 
13, and 84 wells respectively. Twenty-eight samples of 
drinking-water were analysed for their fluorine content= 
2 from Kamaguda, 13 from Yedvelli, and 13 from Yelle 
reddyguda. The concentration of fluorine varied betwem 
9.2 and 11.8 parts per million in Kamaguda, between 55 
and 6.8 in Yedvelli, and between 2.5 and 7.5 in Yellareddy 
guda. The concentration of fluorine in the water used 
the patients, and in the mud samples obtained from thet 
wells, is shown in Tables I and II. 
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teeth and had mottled enamel (dental fluorosis). Three 
i Taste I ‘ patients were edentulous. The remaining 14, who had 
Fluorine Content of Water Migrated from non-endemic areas after the age of 14, had 
Place of Temperature at . normal teeth. Children: Dental examination was made of 
Sampling Time of Sampling =| Well No. 17] Well No.2}. _—«*‘110 children aged 3 to 14 years. The following grades of 
oii pemmmmmenacans mottled enamel were adopted: 
90° F. (32:2° C.) 9-2 11-0 : 3 p 4 : 
Kamaguda { 115° F. (46-1° C.) 9-6 11-8 Mild.—White opacities or patches on the enamel; very faint 
: 108° F. (42-2° C.) 5-5 65 yellow line across the enamel. 
Yedvelli { 115° F. (46-1° C.) 58 68 Moderate.—A distinct brown stain. 
Yellareddyguda .. 115° F. (46-1° C.) 5-2 6-7 Severe.—Besides the well-established brown line, considerable 
- ; -—~ pitting all over the enamel, sometimes with chipped-off edges. 
* Estimated by thorium nitrate titration method. 
+ Well Nos. 1 and 2 are situated hardly 100 yards apart. The most commonly affected teeth were the central 
incisors and the first molars. The surfaces subjected to 
TaBLe II ; attrition showed marked lesions. Irregular areas of black 
~ Ha pigmentation with pitting were met with only once (Fig. 3). 
Kamaguda 0-15% Mottling was rare in the age group 3 to 6 years, was 
Yellareddyguda O08? evident in the age group 7 to 9 years, and was definite in 


The nutritional state of the people was poor, the diet 
being deficient in animal proteins, fats, calcium, and vitamins 
A and C, as seen from the average figures given in Table III. 


Fluorosis in Animals.—Skeletal changes of an advanced 
degree were noticed among the cattle. Symptoms of emacia- 
tion, weakness, and laboured gait were common. The 
animals were reported unfit for field-work after three years 
in Kamaguda. Poultry is relatively resistant to fluorine 
intoxication (Peirce, 1940), but in Kamaguda they were 
affected because of the high fluorine content of water (see 

Discussion). The chick- 








ens had a stiff-legged 
gait. Within 10 months 
ankylosis of the knee- 
joints developed. 
Physical Examination. 
—Thirty-two advanced 
cases of the disease 
with neurological mani- 
festations were investi- 








gated. The important 
clinical features, the 
fluorine content of 
water consumed, and 
the duration of intoxi- 
cation are shown in 
Table IV. 


Eighth-nerve functions 
(audiometry and _ the 
caloric tests) were inves- 
tigated in seven cases 
(Nos. 23, 24, 25, 26, 27, 
28, and 32). A marked 


Fic. 1—Case 18. Showing exo- 
stoses of skull. 





loss in hearing for 
higher frequencies re- 
sembling a degenerative 
lesion of the cochlea 
was commonly _ re- 
corded. In cases with 
severe loss for higher 
frequencies the laby- 
rinth was also sluggish 
in reacting to stimuli 
(see Discussion). The 
results of the investi- 
gation of the eighth- 
nerve functions § are 
~| given in Table V. 
The Dental Condition. 
—Adults : 32 adults ad- 
mitted to the wards 
were examined dentally. 











Of these, 15 resided in 








the endemic area dur- 
ing the period of calci- 
fication of permanent 


Fic. 2.—Case_ 19. Showing projec- 
tions from a on bowing of the 
shaft. 


the age group 10 to 14 years. Mottling of deciduous teeth, 
an evidence of placental and mammary transmission of 
fluorine, similar to that recorded by Smith and Smith (1935) 
and Roholm (1937), was noted only twice. The incidence 





Fic. 3.—Showing irregular patches of black pigmentation on 
teeth, with pitting. 


of mottled enamel found was proportional to the fluorine 
content of drinking-water. The dental changes, therefore, 
were similar to those described by Shortt et al. (1937a, 
1937b), Roholm (1937), Daver (1945), Murray and Wilson 
(1942), Pillai (1942), Spira (1942), Venkateswarlu et al. (1952), 
and Satyanarayana Murthi ef al. (1953). 

Frequent reference has been made in the literature to the 
possibility that fluorine may reduce the incidence of caries in 
human teeth. The condition of the first molar was studied 
with particular attention because of the high rate of caries 
in it. The coexistence of mottled enamel and caries in the 
same molar was noted in only two cases. On the whole, the 
incidence of caries was very low in endemic areas. 


Radiological Findings 

Sclerosis of the bones was observed throughout the skele- 
ton, similar to that described by Roholm (1937), by Shortt 
et al. (1937a, 1937b), and by the British research workers 
in the Fort William area of Scotland in 1949. 

In the less advanced cases the cancellous bones showed 
accentuation of the trabecular structure due to their thicken- 
ing. Later the trabeculae coalesced and gave an increased 
density to the bone, which seemed to be granular or amor- 
phous in structure. Where the sclerosis was complete the 
bone appeared chalky and structureless on the x-ray negative. 
These progressive changes were best observed in the pelvis 
and the spine. The entire vertebral column was affected 
despite pronounced changes in the lumbar region. The 
involvement of the cervical spine was earlier and much more 
frequent than that previously reported (Fig. 4). Sclerosis 
was noted in the body, the transverse and spinous processes, 
and the pediculate articulations of the vertebrae. The 
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Taste III 
Protein: Carbohydrates .. 494-9 g. Vitamins : 
Auima! 5-2 g. 78-3 ium 0-48 Carotene 1,048 iu. 
Vegetabie i. ee 8 Phosphorus 1-78 ,, Vitamin A .. ; }t24in 
Fats: Iron ; 39-1 mg o Bs - 
nima 8-9 g. Lae. Calories .. 2,618 * 23 mg. 
Vegetable 19-9 nS 88 ™ 
a 
TaBLe IV 
_ — 
Fluorine Duration Age at 
Case Sex Content of Onset Symptoms Clinical Feat 
No. | and Age of Water Intoxication of oe 
(p.p.m.) (Years) Symptoms Early Late 

1 M 70 11-8 16 56 Pain and stiffness of | Pain in all joints. Dys- | Generalized muscular wasting. My. 

ankles, and pnoea on exertion due cular tenderness on pressure. Com- 
vertebral column. to fixity of costo-verte- ow rigid spine, K.J., A.J. brisk, 
Paraesthesiae of all bral joints. Completely ilateral extensor plantar 
limbs. Pain in chest rigid spine. Impotence Ankle clonus. Vibration sense jog, 
on deep breathing in lower limbs. Patchy anaesthesig* 

2 M 30 11-8 6 27 a o Pain in all joints. Diffi- | Generalized muscular wasting. My 
culty in getting up from cular tenderness on pressure 
squatting position. Im- Movements of lumbar spine mor 
potence restricted than rest of vertebral 

column—extension more limited 
than flexion. K.J., A.J. brisk 
Patchy anaesthesia 
3 M 50 118 6 47 ~ eo 0 ” ” ” ” 
| Dyspnoea on exertion Extensor plantar response right 
4/:'M™M 43 11-8 6 40 - oe ” ” ” ” ” 
5 M 45 9-6 9 40 °° ” ” ” id ” ” 
Bilateral extensor response. 
vibration sense lower limbs 

6 M 22 11-8 1 21 * ” —_ — 

7 M 26 9-6 8 22 - “ Pain in all joints. Diffi- | As Case 2 

| culty in getting up from 
| squatting position ) 

8 | M SO 11-8 7 45 a - As Case 3 | os » 3 

9 | M 42 9-6 9 37 . . ~ ce leas 

10+ | F 50 — Since birth 40 Pain and stiffness of | . » 7 lw ws 

wrist, elbow, and 
shoulder-joints. Par- j 
aesthesia in limbs. 
Pain in chest on } 
deep breathing } 
mn | F 30 118 9 25 vs . tars. ) 
12 | F 3s 11-8 6 51 . ‘ ‘ lw «ae 
3 | F 3] 18 9 25 on i ‘ ». ell 
14 | F 24 11:8 7 21 ” ” ” ” ”» 2 , 
15 M 35 68 Since birth 30 Pain and stiffmess of | ,, ,, 2 - 0.9 ' 
knees, ankles, and Bilateral extensor plantar response r 
vertebral column | d 
16 M 40 5-8 34 - -_ » @8 | As Case 3. Exostoses skull 
17 | M 45 6-8 a 40 , “ > wo© | - - oa 
| Impaired vibration sense in lowerlimbs 
18 50 68 40 i ~ —a | As Casé 1. Exostoses skull, Fig. 1 
19¢ | M SO 68 i = Pain in all joints and | As Case 1! 
Started soon after injury inability to stand up 
20 | F 35 6-8 22 34 As Case 10 As Case 7 » § 
21 F 40 5:8 30 37 >: oe ee i “= 
22 M 55 $-2 Since birth 40 | Pain and stiffness of | ,, .,, I - ws 
knees, ankles, and 
| vertebral column. } ¥ 
|  Paraesthesia of limbs $ 
23 M 60 5:2 ais 4! o” »” o wil . . 
2 M 60 $-2 sia 39 * *” oo oo f o» | 
25 M 40 6 me 38 ee Pain in all joints. Bed-| ,, ,, 1 
ridden with inconti- | 
nence of urine | 
2 | F 50 6-7 a 40 a As Case | ia oe 
27 F SO 6:7 40 49 ee ae ae oo! =e 
28 F 52 6-7 42 49 , ” wo wef . 2 
29§ M 40 | Not known | Since birth to the 25 - * oe «of . «es 
age of 30, when 
he migrated to 
Hyderabad City 
30§ M 60 . in Since birth 40 es . 1 . o 3 
31§ M 50 . ™ o - 39 - os “a2 Sale 
MiP Bia « , - Started 3 on 7 | -- — 
months 
ago } 
* The nerves were not thickened, and the ear clippings were negative for Hensen’s bacillus. : : s 
+ Resided in another endemic area since birth (Dever Kunda—fluorine content of water consumed not known) until a year ago, when she migrated 
Kamaguda. She had mottled enamel—an undisputed evidence of fluorine intoxication. For the past aaa 
ort 


t At the age of 20 injured his right knee. Gradually projections from the tibiae appeared, with bowing of the shaft (Fig. 2). 


has been unable to stand up. 


§ Admitted to the wards primarily for ailments other than those of fluorosis. 
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Taste V.—/nvestigation of the Eighth Nerve in Fluorosis 










































































Audiogram Labyrinthine 
= Reaction 
0. 128 | 256 | 512 | 1,024 | 2,048 | 4,096 | 8,192 | Caloric 
—t-Fal 60| 60| 45| 40 | 45 | 5S | 40 | H60-75 sec. 
23 r{§ 20} 20 | 35 | 10 | 10 | C 53-105 ,, 
sal 40| 40] 40) 30 | 60 | ss | 25 | H67-85 , 
LB 35| 25} 20 | 35 | 35 | 25 | C 55-110, 
—T-yal so| 40] 35] 40 | 35 | 40 | 30 | H35-120,, 
“4 R{B 10; O| 5S | 30 |] SS | 25 | C 57-95 ,, 
Al 35| 30] 35] 40 | 30 | 25 | 25 | H60-100,, 
C {8 Oo; Oo; 5S | 30] 25 0 | C 60-95 ,, 
—\~-yal 25| 30] 25| 30 | 45 | ss | 30 | HSS-10s ,, 
| 4B 10; $ | 25 35 | 30 | C 35-100, 
Al 25] 20| 20] 2s | 30 | 35 | 20 | H90-105,, 
L 1B 10} 10 | 35 | 50 | 30 | C Nil 
—Tr yal Nit| 75| 65| 45 | ss | 40 | 65 | H50-100,, 
26 R{3 0} 10 | 35 | 40 | 30 | C 55-95 ,, 
Al 45| so| 40] ss | ss | 45 | 40 | H50-90 ,, 
L {8 0} 5 | 30 | so | 35 |C 55-90 ,, 
—TT sal 45| 45] 50} 20 | 30 | 30 | 20 | H6S-110,, 
271®\B 0} 10 | 35 | 50 | 45 | C 70-100 ;, 
Al 40| 30] 20] 30 | 40 | 40 | 40 | H65-100,, 
: {3 5| $s | 20 | 45 | Nil | C 70-100; 
— Tra! 45] 40] 40] os | ss | ss | Nil | H40-120,, 
2 | B 25; 30 | 50 | 55] ,, | C 50-110, 
Al 45| 45] 45| 60 | ss | 95 | ,. | H40-015,, 
L {3 40| 40 | 55 | 60 |] ,, | C 55-95 ,, 
, eS EEE EEE ee eee 
RfA| 65} 55} 65) 60 | 65 | 65 | 70 | H25-130,, 
32 30 | 50 | 60 | 60 | 55 | C 25-135}, 
‘ata & | 45} 45] 55 | 40 35 65 | H 25-140 ,, 
jeaBy) | | 30] 1s | 20 | 50 | 50 | C 25-130 ;; 
| 











R=Right. L=Left. A=Air. B=Bone. H=Hot water, 44°C. C=Cold 
water, 30° C 


margins of the transverse and spinous processes were irregu- 
lar owing to new bone formation. The intervertebral ligament 
showed calcification (Fig. 5, A). Lipping of the bodies of the 
vertebrae, especiaily in the lumbar region, was common. 
The beaklike exostoses were mostly from the lower margins 
(Fig. 5, B). Lipping would be expected in any population 
containing a fair proportion of individuals of the older age 
groups. In contradistinction to the lipping of osteoarthritis 
in the aged, the cases under review showed sclerosis of the 
vertebral bodies, so characteristic of fluorosis. In the thoracic 
region the costo-vertebral articulations added an extra 
density and irregularity to the lateral margins of the spine. 





In the pelvis the sclerosis was more pronounced around 
the sacro-iliac and hip-joints: The capsule of the hip-joint 
was found calcified. The exostoses from the iliac spine 
were less marked. The crest of the ilium, the ischial tuber- 
osity, and the margins of the sacrum invariably showed 
exostoses and, in advanced cases, ossification of ligaments 
attached to them. The acetabulum showed lipping, and 
exostoses were observed on the trochanters of the femur. 

The cortical portion of the long bones was dense and 
thick, with a reduction of the marrow cavity due to endosteal 
bone formation. Periosteal bone formation was also noted, 


and was best observed in the areas of tendinous, fascial, and 
muscular attachments—for example, the interosseous mem- 
brane of the forearm (Fig. 6) and leg, the linea aspera, the 
deltoid tuberosity, and the lower margins of the ribs. The 
interosseous membrane of the forearm at the middle third 














Fic. 4.—Showing involvement of the cervical spine. 








Fic. 5.—Involvement of the vertebral column, with calcification of the intervertebral ligaments. 















1412 Dec. 10, 1955 


FLUOROSIS 





___ MED icat Journay 





A similar thin flake 





showed ossification in advanced cases. 
of bone was observed in the leg. 
Sclerosis around the suture lines was often observed in 
the vault of the skull in the series reported. Shortt ef al. 
did not describe definite changes in the skull. Roholm, 
however, has observed changes in the skull of cryolite 
workers. In advanced cases of the present series marked 
thickening was noted in the vault and the base. In Cases 
18, 19, 22, and 28 the air cells were narrowed, and in 
Cases 17, 19, 22, and 23 the 
clinoid processes were thick and 
dense. These changes in the air 
cells and the clinoids have not 
been mentioned by others. 

The degree of pathological 
changes varied in different parts 
of the same case. The changes 
observed in the skull had no 
relation to the general skeletal 
changes, although skull changes 
were more common in cases with 
an advanced degree of sclerosis. 

Case 19 (Fig. 2) injured his right 
leg at the age of 20. He had a 
malunited fracture of the femur 

- at the junction of the lower with 
the middle third. The healed 
bone did not show any devia- 
tion from that seen in _ nor- 
mal cases. He had advanced 
bony changes. The knee-joint 
showed bony ankylosis, with 
osteophytes and sclerosis of the 
articular surfaces. On account 
of this disability he was unable 
to stand, and moved about with 
the help of his upper limbs. The 

bones of his hands showed pronounced sclerosis with marked 
lipping of articular surfaces. On the contrary, the right 
femur and tibia showed signs of disuse and slight arching. 
The degree of osteosclerosis was found to be related to 
the duration of intoxication and the concentration of fluorine 
in the water. Physical strain was also found responsible : 
the greater the strain, the more pronounced were the changes 
observed. The changes in the hands were of an advanced 
nature. The changes in the skull and the cervical spine, 
so seldom observed by Roholm and others, were frequently 
encountered, a fact that could also be ascribed to the same 
phenomenon of strain. All the patients investigated were 
manual labourers and carried heavy loads on their heads. 

This is not a common practice in countries where the pre- 

vious workers made their observations. 


Haematological and Biochemical Investigations 

Besides routine blood counts, urine and stool examina- 
tions, and the blood Wassermann reaction, the following 
investigations were made in each case: serum calcium, 
serum inorganic phosphorus, urinary calcium, glucose toler- 
ance curve, blood urea, fluorine estimation of blood and 
of urine, fractional test meal, C.S.F. routine, including the 
Wassermann reaction, and the colloidal gold curve. The 
urea clearance test was done in 14 cases. Only the abnormal 
and interesting findings need be mentioned. 

Blood Picture-—Most of the cases had a mild degree of 
anaemia. The white cell count was normal. The red cells 
showed no abnormality in size or shape, suggesting that the 
anaemia is the result of osteosclerosis narrowing the marrow 
cavity (confirmed by sternal puncture). The mean values 
for haemoglobin concentration and blood cell counts were : 
Hb 77% (Sahli: 100% = 14.5 g./100 ml.); red cells, 
4,500,000 ; white cells 8,700). 

Extensive biochemical investigations were not carried out 
in fluorine intoxication, although most of the research 
workers have reported the results of calcium and phosphorus 
levels. Published reports are conflicting. 
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Serum Alkaline Phosphatase—The figure was above 
normal in all cases and was proportional to the Severity of 
bony changes. The average was 29 K.A. units. 

Urea Clearance Test.—This test (Van Slyke method) was 
performed in 14 cases, the clearance being maximal in § 
and standard in 9 cases. The results showed 
impairment of renal function. The mean figures for the 
maximum and standard clearance were 26.24 and 39.67% 
of the normal respectively. 

Fractional Test Meal.—In many cases an extensor plantar 
response was elicited along with absent or impaired vibra. 
tion sense, suggesting the possibility of subacute combined 
degeneration of the cord. In view of this, F.T.M. was 
done in every case. In no instance was achlorhydria 
encountered. The only possible explanation of these neuro. 
logical manifestations could be the pressure on the cord 
by bony ingrowths in the spinal canal, similar to those 
reported by Lyth (1945). 

Blood, Urinary, and Stool Fluoride, Levels.—With use of 
the thorium-nitrate titration method, the lowest recorded 
figure found for blood fluorides was 0.1 and the highest 
0.8 p.p.m. of whole blood. The urinary fluoride excretion 
varied between 1.2 and 5.8 p.p.m. Individual estimations 
of blood and urinary fluoride showed that the most obviously 
affected subjects (clinically and radiologically) had higher 
values. The mean values for blood and urinary fluoride 
were 0.34 and 2.75 p.p.m. respectively. Excretion of pre 
viously stored fluoride in urine has been reported by Largent 
and Heyroth (1949) and Largent (1949). Our No. 29 was 
a case in point. He resided in the endemic area till the 
age of 30, and then migrated to the city of Hyderabad, 
where the water is fluoride-free. The urinary fluoride level 
was 3.4 p.p.m. Fluoride estimation of stools was carried 
out thrice, with negative results. 

Fluorine Content of Bones.—The bones of an affected 
chicken from Kamaguda, aged 10 months, were analysed. 
The fluorine content was 37.8 mg. per 100 g. of dry material, 
The bones of a control chicken of the same age, sex, and 
species did not contain fluorine. 


Discussion 


Consumption of fluorine-contaminated water gives rise to 
fluorosis, as has been reported from many parts of India 
by Shortt et al. (1937a, 1937b), Pandit et al. (1940a, 1940b), 
Raghavachari and Venkataramanan (1940), Pillai (1942), 
Daver (1945), Khan and Wig (1945), Venkateswarlu ef al. 
(1952), and Satyanarayana Murthi et al. (1953). A few 
cases of fluorosis due to the use of fluorine-contaminated 
water were traced in Western Kweichow (China) by Lyth 
(1945). Sporadic reports have come from Argentina, 
Australia, Canada, England, Greece, Holland, Hungary, 
Italy, Japan, Mexico, and Spain. The remarkable uni- 
formity of symptoms and signs in patients with. skeletal 
fluorosis was first emphasized by Shortt er al. and confirmed 
by the present investigation. 

The degree of disability and the time of onset of the 
symptoms of the disease were relative to the concentration 
of fluorine in water and to the length of time of its ingestion. 
In Kamaguda the concentration of fluorine in water was 
11.8 p.p.m., the highest figure recorded so far in India. 
Symptoms of intoxication appeared in immigrants into this 
area in from one to four years after their arrival. At the 
time of the present investigation the fresh arrivals into the 
endemic area were free from symptoms of intoxication, 
whereas those who had migrated from the villages one 
four years before showed marked skeletal symptoms. This 
finding that it takes one to four years for the symptoms to 
manifest themselves is at variance with that of Shortt et al. 
who concluded that a residence of 30 to 40 years in the 
endemic area was required for a definite picture of skeletal 
fluorosis to develop. An exceptionally high fluorine content 
of water, excessive heat, and a poor state of nutrition af 
probably responsible for the early development of skeletal 
fluorosis in Kamagyda. The presence of signs of fluorosis 
in poultry, which are very resistant to fluorine, also points 
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to the intensity of intoxication. In Yedvelli and Yellareddy- 

(where the fluorine content of water is relatively low) 
a much longer period of residence, similar to that described 
by Shortt e¢ al., was necessary before signs of intoxication 

The poultry were unaffected in these villages. 

The severity of the disease has a definite relation to the 
meteorological factors (for example, temperature), and to 
the economic and nutritional status of the people (Pandit 
et al, 1940a, 1940b; Daver, 1945). Hot weather not 
only increases the water intake but also increases the con- 
centration of fluorine (see Table I) and ingestion of an 
abnormal amount of sediment. The protective action of 
calcium against the toxic action of fluorine has been noted 

by Ranganathan (1941) in rats, by Majumdar and Ray (1946) 
in bulls, and by Pandit and Narayana Rao in monkeys. 
Pandit and Narayana Rao and Wadhwani (1952) found that 
administration of vitamin C lessened the severity of fluorosis 
in monkeys. The state of nutrition in the villages under 
review was poor. The diet was deficient in animal proteins, 
fats, calcium, and vitamins A and C. These factors might 
have been responsible to a certain extent for the severity of 
bony changes in these villages. Lower temperature and 
better economic conditions are undoubtedly factors respon- 
sible for the absence of crippling disabilities in countries 
such as Britain and the United States. 

The degree of disability was also related to physical 
strain. It was most pronounced in manual labourers. Sub- 
jects pursuing sedentary occupations, such as the local village 
administrative officials and schoolteachers, had less severe 
symptoms although they were utilizing the same sources of 
water supply. Pain and stiffness were more severe in the 
joints used most by the individual—for example, the wrists, 
shoulders, and neck in the females, who were mostly engaged 
in household work ; and the lumbar spine and the joints of 
the lower limbs in the males working in the fields. 

Children, apart from dental changes, do not suffer from 
the ill effects of fluorine. Probably the growing tissues are 
somehow able to deal with the fluorine ingested. Shortt 
et al. (1937a, 1937b) suggested a probable cumulative effect 
of fluorine which continues until the subject is 30 or 40 years 
of age, when symptoms of skeletal fluorosis begin to appear. 
The former view seems plausible. In Kamaguda two groups 
were selected for comparison. The first group comprised 
children who resided in the village during the period of 
calcification of teeth and had mottled enamel. The second 
group consisted of adults who had settled down in the village 
after the age of 30. The length of exposure to fluorine was 
identical in both groups. It was noted that, apart from 
mottled enamel, the children did not show any evidence 
of skeletal fluorosis. On the contrary, the adults had devel- 
oped frank manifestations of skeletal fluorosis. 

While studying the aetiology of otosclerosis, Spira (1943) 
observed a pronounced similarity in the cross-section of 
the petrous portion of the temporal bone of otosclerotic 
subjects and in the mottled teeth of fluorine intoxication. 
He suggested a possible relationship between the two. No 
dogmatic statement, however, can be made, since the number 
of cases in which the eighth-nerve functions were tested is 
only seven in the series reported, and there is no support 
from any necropsy data. However, our findings (Table IV) 
do not suggest otosclerosis, for the hearing-loss was for 
both air and bone conduction. Even in the youngest patient, 
aged 22 (Case 32), there was a preponderance of loss for 
higher frequencies, which is against otosclerosis. The find- 
ings suggest that the degenerative lesion may be due to 
pressure of new bone formation around the organ of Corti. 
This particular aspect of fluorine intoxication requires 
further investigation. 

The reading of the blood fluoride lével has been persistently 
low in the series reported. Machle, Scott, and Largent 
(1942) studied the normal fluoride balance in human volun- 
teers in America. They found that in temperate climates 
the excretion of fluoride in the sweat was very small; but 
they expressed the opinion that under conditions of excessive 
sweating the possibility of definite loss of fluoride must be 
considered. McClure and collaborators (1945) indicate that 


a 


fluoride is excreted by the-skin, in some instances, in 
quantities that equal those excreted by the kidneys. The 
intense heat of Nalgonda, and the hard manual labour the 
patients went through, must have caused a considerable 
loss of fluoride in the sweat. Unfortunately an estimation 
of the amount of fluoride lost by this route could not be 
made. Increased excretion of fluoride by the skin on the 
one hand, and, on the other, rapid deposition in the bones 
as a result of nutritional deficiencies, seem to give a pos- 
sible explanation for the low blood-fluoride values in the 
cases under discussion. 

Urinary excretion of previously stored fluoride can con- 
tinue for a fairly long period (Largent and Heyroth, 1949 ; 
Largent, 1949). Excretion of previously stored fluoride was 
recorded in our Case 29, in which the urinary fluoride level 
was 3.4 p.p.m. 10 years after the patient had left the endemic 


area. 
: ’ 
Details of investigations of 32 cases of skeletal 
fluorosis with neurological manifestations are described. 
The results of the eighth-nerve functions are reported. 


The probable factors responsible for early skeletal 
changes in patients from Kamaguda are discussed. 


A case is described in which excretion of previously 
stored fluoride continued in the urine at a high level 10 
years after the endemic area had been left. 


I am greatly indebted to Dr. M. K. Pandit (Principal, Osmania 
Medical College, and Officer-in-Charge, Osmania General Hos- 
pital) for permission to publish this paper; to Professor Bankat 
Chandra (chairman of the Department of Medicine) and Dr. 
Shah Nawaz (retired Professor of Medicine, Osmania Medical 
College) for continual encouragement, advice on specialized 
points, and helpful criticism; to Dr. M. B. Daver (Assistant 
Director, Public Health Department) for provision of facilities 
for various biochemical investigations; to Dr. Abul Kalam 
Siddiqui (civil surgeon, Nalgonda District), Dr. Kishen Rao, and 
Dr. Shafiuddin for the selection of suitable cases; to Dr. 
Padmanamba Rao, Mr. Sampath Kumar, Mr. Benjamin, and 
Mr. Ghouse Mohiuddin for the biochemical investigations ; to Dr. 
Syed Ali (radiologist, Osmania Hospital) for his valuable co- 
operation; to Dr. R. V. Rao for the investigation and interpreta- 
tion of the eighth-nerve functions; to Dr. T. Hussain for his 
keen interest in the dental survey; to the Geological Survey of 
India for the estimation of fluorine in the soil of endemic areas; 
and to Mr. Amir Ahmed, technician, Department of Medicine, 
for his constant assistance. 
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AURICULAR FIBRILLATION 


WITH SPECIAL REFERENCE TO RHEUMATIC 
HEART DISEASE 


BY 
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(From the Department of Medicine, University of 
Edinburgh, and the Cardiac Department, Western 
General Hospital, Edinburgh) 


“... The auricles pipe and the ventricles perforce 
must dance . . . a dance that sometimes leads to death ” 
(Hay and Jones, 1927). 


Aetiology 


The most common causes of auricular fibrillation are 
rheumatic heart disease and degenerative heart disease 
due to coronary atheroma and hypertension. Less com- 
mon causes are thyrotoxicosis and constrictive pericar- 
ditis. Rare causes include pulmonary embolism, acute 
respiratory infections, carcinoma involving the medi- 
astinum, accidental electric shock, electric convulsion 
therapy, and the administration of digitalis. In addition 
it seems clear that auricular fibrillation may sometimes 
occur spontaneously, and recur or persist over many 
years without evidence of underlying organic heart 
disease. Fibrillation may follow thoracotomy in older 
patients without clinical evidence of underlying heart 
disease. 

The highest incidence in the general population is 
probably from degenerative heart disease, but this is not 
necessarily reflected in hospital statistics, because the 
elderly are more commonly treated at home by their 
doctors than referred to hospital. 

The precise relationship of auricular fibrillation to 
hypertensive heart disease and to coronary atheroma 
is obscure. Although in hypertension the coronary 
arteries may be remarkably free from atheroma the two 
conditions are often associated, as pointed out by 
Harrison and Wood (1949). These authors consider 
that hypertension is more important than coronary 
atheroma in the genesis of auricular fibrillation, but in 
our experience most patients who die from cardiac 
failure secondary to hypertension do so while still in 
sinus rhythm. All that can be said is that auricular 
fibrillation commonly accompanies cardiac failure in 
middle-aged and elderly persons in whom the only 
demonstrable pathological abnormalities are left ven- 
tricular hypertrophy and/or coronary atheroma. 

Sinus rhythm is the rule previous to the onset of 
angina pectoris or of myocardial infarction, although 
fibrillation may follow infarction. The rarity of auricular 
fibrillation in syphilitic heart disease is well known, and 
is presumably due to the absence of involvement of the 
myocardium by this infection. Auricular fibrillation due 
to thyrotoxicosis is now far less common owing to 
successful medical and surgical management of the 
disease in the early stages, but it is still seen in middle- 
aged patients, particularly when the more obvious mani- 
festations of thyrotoxicosis are not florid. Sometimes it 
is the presenting sign. Auricular fibrillation secondary 
to the administration of digitalis was referred to by 











as 
Mackenzie in 1911 and is well recognized. Apart from 
its occurrence in adults it has been noted in childrep 
being treated for rheumatic heart disease. This aggo. 
ciation serves to emphasize that digitalis should never be 
given without good reason. 

Benign auricular fibrillation is by no means 

mon. In our experience auricular fibrillation in h 
adults may apparently be related to overwork, ove. 
smoking, and emotion. Normal rhythm can usually be 
restored with quinidine, but if paroxysms tend to recur 
it is far better to give a maintenance dose of digitalis 
instead, because paroxysmal attacks are usually aggo. 
ciated with unpleasant sensations from tachycardia ang 
palpitation. 



















Auricular Fibrillation in Rheumatic Heart Diseag 


Of 500 consecutive hospital patients in whom auriculg 
fibrillation was recorded electrocardiographically, 30% had 
rheumatic heart disease. A study has been made of 5» 
patients with mitral disease over a period of five years: 
250 were treated surgically, and 42% of them had auriculg 
fibrillation before operation. The other 250 were treate 
medically over approximately the same period of time—{j5 
were regarded as unsuitable for operation because the cop- 
dition was too mild, and 135 because it was too severe o 
because some other factor complicating mitral stenosis was 
predominant—for example, mitral incompetence, aortic 
valvular disease, systemic hypertension, or pulmonary dis- 
ease. Auricular fibrillation occurred in 80% of the severe 
group, and in 4% of the mild group. 

Precipitating Factors—Among the factors we have 
observed are exercise, emotion, infection, and, we believe, 
a flare-up of carditis, but frequently there is no obvious 
cause, the patient being unaware of any change in his symp- 
toms. Exercise and emotion may both be associated with 
increased sympathetic activity, or possibly the association 
of mitral valve disease and an attempt to increase the cardiac 
output may result in atrial dilatation and mechanical stim- 
lation. 


A woman of 47 who regularly attended the clinic and was 
known to be in sinus rhythm was looking out of the window 
of her room and saw a child run over by a car. Immediately 
she experienced severe palpitation and breathlessness, and was 
sent by her practitioner to hospital, where auricular fibrillation 
was discovered. Normal rhythm was readily restored with 
quinidine. 

The role of active carditis is considered below in the 
discussion on aetiology. 






























Disadvantages of Auricular Fibrillation 


The onset of auricular fibrillation may have unpleasant 
or serious consequences or may occur without any unto 
ward incident. Frequently the patient is unaware of the 
change in rhythm. Symptoms are dependent on the severity 
of the underlying heart disease and the effect of tachycardia, 
the increase in heart rate being the immediate precipitating 
factor. 

Dyspnoea may be extreme and pulmonary oedema may 
soon develop if the ventricular rate is not controlled 
digitalis. Palpitation may be attributed to the rapid heat 
rate and the irregularity which is responsible for beats 0 
varying force. Anxiety is readily understood and requift 
no amplification. Syncope may be due to the fall in cardia 
output which follows the onset of fibrillation. However, i 
has been shown that the change of rhythm is often accom 
panied by a period of ventricular arrest of sufficient duration 
to cause cerebral ischaemia and loss of consciousnes 
(Comeau, 1942), In three of our patients this explanatio 
seemed probable in that tachycardia was not severe. Iti 
noteworthy that syncope may follow the cessation of! 
paroxysm. Retrosternal oppression is common and may ® 
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associated with the intense dyspnoea at the onset of the 
arrhythmia, or possibly, in patients with tight mitral stenosis, 
be due to myocardial ischaemia. Cardiac failure is depen- 
dent, on uncontrolled tachycardia and may be very severe, 
with intense dyspnoea, engorgement of veins and liver, and, 
later, peripheral oedema. 

A woman of 38 had a considerable disability from tight mitral 
stenosis with sinus rhythm, but had never experienced pulmonary 
oedema or congestive failure. Her name was placed on the 
waiting-list for cperation, but she was not given priority. A few 
weeks later she was admitted as an emergency, having wakened 
during the night with alarming intense palpitation. She became 
very breathless and dizzy, broke out in a cold sweat, and was sick. 
Her doctor was called, found she had fibrillation, with a rapid 
ventricular rate, and gave digitalis, but not long after she de- 
yeloped pulmonary infarction. On arrival she was in severe 
congestive failure and jaundiced either from the gross engorge- 
ment of the liver or from pulmonary infarction. She was subse- 
quently subjected to mitral valvulotomy, and has remained well 
for the past two years. 

Pulmonary infarction may follow the onset of auricular 
fibrillation almost immediateiy, and may be attributable to: 
(1) stasis with thrombus formation in the right auricle or 
atrium and subsequent embolism ; (2) local thrombosis in a 
branch of the pulmonary artery in association with pul- 
monary congestion ; (3) thrombosis in a peripheral vein in 
association with slowing of the circulation and subsequent 
pulmonary embolism. Systemic embolism may likewise be 
attributable to thrombosis in the left auricle or atrium from 
stasis behind a stenosed mitral valve or in association with 
mural endocarditis. Decreased capacity for effort may 
possibly depend on relative inability to increase cardiac out- 
put on exertion, as shown by Blumgart (1924), but it may 
sometimes be due to tachycardia insufficiently controlled by 
digitalis. 

Probability of Congestive Failure During Pregnancy.— 
Patients with auricular fibrillation are customarily advised 
not to become pregnant, or, if pregnant, to have the preg- 
nancy terminated on account of the frequency of cardiac 
failure in the later months. It is difficult to say to what 
extent the cardiac failure is attributable to the auricular 
fibrillation itself or to the severity of the underlying heart 
disease which fibrillation portends. 


Auricular Fibrillation and Mitral Valvulotomy 


Auricular fibrillation is a disadvantage, but is not in itself 
a contraindication to mitral valvulotomy. The disadvantages 
are from the presumed presence of considerable myocardial 
damage, and from the increased probability of clot being 
present in the auricle or atrium. These factors are discussed 
fully below. Auricular fibrillation had occurred pre-opera- 
tively in 30% of this series. In addition, 56 (23%) of those 
previously in sinus rhythm developed auricular fibrillation 
in the immediate post-operative period. So far only four 
patients have developed auricular fibrillation subsequently. 

Prognosis as regards life is less favourable than in those 
with sinus rhythm, (see below). 


Relative Advantages of Established Auricular 
Fibrillation 

Although, on balance, auricular fibrillation must be con- 
sidered a disadvantage, it has relative advantages: (1) Con- 
trol of heart rate: in the presence of organic heart disease 
tachycardia may be serious. Exercise, emotion, or infection 
may cause unpleasant symptoms or precipitate cardiac 
failure or intracardiac thrombosis. There is no way of con- 
trolling sinus tachycardia, but with auricular fibrillation the 
ventricular rate can usually be reduced or a rise in rate 
prevented in some degree by the maintenance of full 
digitalization. Tachycardia may be a serious disadvantage 
in specialized examinations such as cardiac catheteriza- 
tion or during or following operation. (2) Many authors 
have referred to the relative infrequency with which patients 
with auricular fibrillation develop subacute bacterial endo- 


carditis. (3) Freedom from paroxysmal attacks: the dis- 
advantages of paroxysmal auricular fibrillation have already 
been discussed. 


Pathogenesis 


Auricular Fibrillation and the Degree of Mitral Stenosis 


Table I shows the relationship of auricular fibrillation to 
the degree of stenosis. Of 207 patients with severe stenosis, 
90 had auricular fibrillation and 117 sinus rhythm. Of 37 
with moderately severe stenosis, 12 had auricular fibrillation 
and 25 had sinus rhythm. Since almost all patients in this 
operative series had severe or moderately severe stenosis, the 
findings in a parallel series who were operated upon for pre- 
dominant mitral incompetence have been added. Of a total 
series of 25 patients with some degree of mitral stenosis but 
predominant mitral incompetence, 14 had auricular fibrilla- 
tion and 11 sinus rhythm. 


TaBLeE I.—Cardiac Rhythm and Degree of Mitral Stenosis 





Degree of Mitral Stenosis Sinus Rhythm Auricular Fibrillation 








Severe cz ae re 117 90 
Moderate - ~ ae 25 12 
Mild ty is ia 14 il 

Total .. ne 156 113 











We have also examined this relationship for the 250 
patients who were not subjected to surgical treatment. From 
an analysis of all this material it is concluded that auricular 
fibrillation bears no direct relationship to the degree of 
stenosis or incompetence of the mitral valve. 


Auricular Fibrillation and Pulmonary Hypertension 


Table II shows the relationship of auricular fibrillation 
to pulmonary hypertension in 100 consecutive patients in 
whom cardiac catheterization was carried out. In most in- 
stances resistances were not calculated, but it is considered 


TaBLe II.—Cardiac Rhythm and Degree of Pulmonary 














Hypertension 
Pulmonary Sinus Rhythm Auricular Fibrillation 
Hypertension 

Grade No. % No. % 

1 15 24 9 24 

2 22 36 16 cy 

3 24 38 13 34 
Total .. 61 39 % 

















that the resting pressures with the patients relaxed and pres- 
sures after exercise give a fair indication of the degree of 
pulmonary hypertension present. For the purpose of this 
comparison the patients were graded into three degrees of 
severity: (1) slight = mean pulmonary-artery pressure <35 
mm. Hg, (2) moderate = mean P.A. pressure of 36-50 mm. 
Hg, (3) severe = mean P.A, pressure of 50+ mm. Hg. In 
borderline cases the response to exercise was considered in 
the grading. It is evident that there is no relationship 
between cardiac rhythm and the degree of pulmonary hyper- 
tension (Fraser and Turner, 1955). 


Cardiac Enlargement 

It has been shown that auricular fibrillation cannot be 
correlated with such mechanical and haemodynamic factors 
as the degree and duration of mitral stenosis or incompe- 
tence and pulmonary hypertension. The association with 
cardiac enlargement is more close. 

Table III shows the relationship of fibrillation to cardiac 
enlargement. Of 48 patients in whom there was little if any 
enlargement (cardiothoracic ratio <50%), 43 had sinus 
rhythm and 5 auricular fibrillation. Of 51 with consider- 
able enlargement (cardiothoracic ratio >60%), 13 had sinus 
rhythm and 38 fibrillation. Of the 101 with moderate en- 
largement the incidence of sinus rhythm and fibrillation was 
about equal. 
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Tasie III.—Cardiac Rhythm and Cardiac Enlargement 





Sinus Rhythm Auric. Fib. Degree of 


Sinus Rhythm 


—————____ 
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Left Atrium—Of 83 patients with slight atrial enlarge- 
ment, 64 had sinus rhythm and 19 fibrillation ; of 40 with 
considerable enlargement, 10 had sinus rhythm and 30 fibril- 
lation ; and of 77 with moderate enlargement the incidence 
of sinus rhythm and fibrillation was about equal. 

Right Atrium.—Of 78 patients without right atrial enlarge- 
ment 60 had sinus rhythm and 18 fibrillation; of 23 with 
considerable enlargement, 3 had sinus rhythm and 20 fibril- 
lation ; and of 99 with slight or moderate enlargement the 
incidence of sinus rhythm and fibrillation was about equal. 

It can be seen that those with fibrillation tend to have 
larger hearts than those with sinus rhythm. This might be 
interpreted as indicating either that fibrillation resulted in 
cardiac enlargement or that the enlargement and the fibril- 
lation both resulted from the same cause. We consider the 
latter to be the more probable explanation. 

Auricular fibrillation is not necessarily associated with 
much atrial enlargement, because in this series there were 
22% with only slight left atrial enlargement and 21% with- 
out any apparent right atrial enlargement. 

Contrary to the general belief, our experience indicates 
that, apart from resultant cardiac failure, the onset of fibril- 
lation does not usually result in an increase in the cardio- 
thoracic ratio or in the size of the right or the left atrium. 
Although the heart is often much enlarged when the patient 
is first seen, cardiac failure apart, it has been uncommon 
for progressive enlargement to be observed in patients who 
were kept under observation but not subjected to operation. 

We have been unable to correlate heart size with age, the 
number of attacks of rheumatic fever, the number of years 
since the first attack, or the degree of mitral stenosis or in- 
competence. Presumably it is a direct effect of the rheu- 
matic process on the myocardium which is responsible for 
cardiac enlargement. 
° Histology 

In children and adolescents the onset of auricular fibril- 
lation is often associated with rheumatic activity. This is 
illustrated in our non-operative series in a girl of 17 who 
was rejected for surgical treatment. She developed fibrilla- 
tion six months before death from cardiac failure. At 
necropsy there was heavy infiltration of the myocardium 
with Aschoff nodules. In older people fibrillation is prob- 
ably more often due to the long-continued effects of a 
damaged myocardium, but a surprisingly high proportion of 
biopsies indicating active myocarditis has been obtained in 
those over 40. 

In the surgical series there were seven patients under the 
age of 30 who had auricular fibrillation prior to operation. 
Histological evidence of rheumatic activity was present in 
four of those in whom biopsies were taken. There were 
eight patients under the age of 30, previously in sinus 
rhythm, who developed fibrillation in the early post- 
operative period, and the biopsies were positive in six of 
the seven in whom they were taken. On the other hand, 
positive biopsies were also found in 20 out of 40 patients 
under the age of 30 in sinus rhythm. 

The difficulty in identifying activity of the rheumatic pro- 
cess is well recognized, and the correlation between clinical, 
haematological, electrocardiographic, and histological find- 
ings is poor. There may be differences of opinion between 
pathologists concerning the significance of aggregations of 
lymphocytes, plasma cells, and histiocytes, but the Aschoff 
nodule is generally accepted as the hall-mark of active rheu- 
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matism. We have had many cases with Aschoff nodules 
from the left auricular appendix in the absence of any Other 
supporting evidence of rheumatic activity. We have also 
had patients who have had to be operated upon despite 
suggestive evidence of mildly active rheumatism, but jp 
whom the biopsy was negative, and others, not in this Series, 
who have died with clinical evidence of active carditis with. 
out histological support of the diagnosis. It seems clear 
that present histological methods do not always reveal jm- 
portant degrees of carditis. 

No direct proof of the pathogenesis of auricular fibrills- 
tion can be obtained. By a process of exclusion it seems 
clear that factors other than that of myocardial damage are 
unimportant, and there is presumptive evidence that the 
latter factor is responsible although its nature is obscure. 


Auricular Fibrillation and Intracardiac Thrombosis 


In this series of 250 cases auricular fibrillation occurred 
pre-operatively in 106 (42%), and in 43 (40%) of these 106 
cases clot in the left auricle or atrium was found at oper- 
tion. In addition, in a few cases in which it had not been 
suspected by the surgeon, evidence of pre-operative throm- 
bosis was found in the biopsy of left auricle material taken 
at operation. 

Clot was found in only 3 of the 144 patients in sinus 
rhythm (2%) Hence, as widely recognized for many year, 
whatever other factors may be operative, it is clear that 
auricular fibrillation unquestionably predisposes to thrombus 
formation. 

We are not here concerned with other possible aetiological 
factors such as roughening of the endocardial lining from 
the effects of rheumatic carditis or an increase in the clot- 
ting tendency of the blood, but stasis is important and 
clearly the more severe the degree of mitral stenosis the 
greater the degree of stasis behind the narrowed valve. The 
presence of congestive cardiac failure will have a similar 
effect, especially in connexion with auricular fibrillation. 

An analysis of our material shows that clot occurred most 
frequently with severe stenosis, less commonly with moder 
ately severe stenosis, and rarely with mild stenosis. The 
pfesence of a regurgitant jet seems to militate against throm 
bus formation, as might be expected. 

We have met only one instance of thrombus formation in 
a patient in whom the evidence suggested that the stenosis 
was mild and there was no incompetence. This occurred 
in a man in whom it presumably developed following the 
onset of auricular fibrillation. He was seen next day and 
normal rhythm was readily restored with quinidine, but ut 
fortunately this was followed by systemic embolism, This 
occurred early in our experience and before we had 
developed our present policy of not making any attempt t 
restore normal rhythm soon after its onset, particularly i 
the patient is likely to be subjected to operation, when the 
opportunity will be provided of emptying the auricle o 
atrium of clot before carrying out valvulotomy. In this cas 
no other symptoms relevant to mitral stenosis were preseft 
and there was little cardiac enlargement and no evidence of 
pulmonary hypertension or right ventricular hypertrophy. 
Consequently operation was not advised. It would hat 
been better at least to have waited for some months untilit 
could be assumed that the clot was firmly adherent. Pre 
sumably in cases such as this mural endocarditis is th 
important factor. 
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In this series all 32 patients who had experienced systemic 
embolism pre-operatively had auricular fibrillation, and 22 
(69%) of them were found to have clot in the auricle or 
atrium at operation. Of these 22 patients, 5 sustained 
operative embolism. A past history of systemic embolism 
must therefore be taken to indicate an additional increased 
hazard from the operative procedure—that is, the disturb- 
ance of clot by the surgeon’s finger. On the other hand, it 
is likely that a patient who has experienced embolism from 
intracardiac thrombosis secondary to rheumatic heart dis- 
ease will experience another such episode in due course, and 
there is good reason to believe that a reduction in the 
degree of mitral stenosis by successful valvulotomy decreases 
the probability of further thrombus formation in the future. 
So far not one of the 32 patients with a past history of 
systemic embolism has experienced further embolism in the 
years following operation, 

The question of right-sided thrombus formation is more 
difficult to analyse except in post-mortem material. In the 
first place the right auricle and atrium are not explored at 
operation and so precise information cannot be obtained 
during life. Also, whereas for practical purposes the left 
auricle and atrium are the only sources of systemic em- 
bolism, there are other sources of pulmonary infarction than 
embolism from the right side of the heart. Thrombosis may 
occur in a main branch of the pulmonary artery or in one 
of its subdivisions, and pulmonary embolism may result 
from thrombosis in a peripheral systemic vein: However, 
it is evident that, for whatever reason in the individual case, 
auricular fibrillation also predisposes to pulmonary embolism 
and infarction. 


Prognosis of Auricular Fibrillation in Rheumatic 
Heart Disease 

According to Degraff and Lingg (1935) and to Stroud et al. 
(1932), the average duration of life following the permanent 
establishment of auricular fibrillation after the age of 30 in 
persons with rheumatic heart disease is two years, and less 
than one year when fibrillation begins before the age of 20. 
Put another way, only 25% will live three years or more 
after the onset of the arrhythmia. Stroud et al. found that 
the average age of onset was 39, that 86% of 65 patients 
developed auricular fibrillation before 40, and that 88% 
had died before the age of 53. It is probable that with the 
introduction of the antibiotics and the more widespread use 
of mercurial diuretics the prognosis has been improved, but 
long before the days of surgical treatment for mitral stenosis 
it was apparent that the prognosis of those with auricular 
fibrillation was worse than those with sinus rhythm. It is 
only to be expected that the prognosis in these patients after 
operation is also likely to be not so good as with those in 
sinus rhythm. Actually it is not possible to analyse the 


influence of auricular fibrillation per se in relation to the - 


operative results because of the other variable factors in- 
volved. Those with fibrillation tend to be older, to have 
larger hearts, and to have intracardiac thrombosis more 
often than those in sinus rhythm ; also, they more frequently 
have a past history of congestive failure, Nevertheless it 
is clear that very worthwhile results may be obtained in 
those with fibrillation. Apart from the direct benefit of the 
valvulotomy itself, if, as we believe, fibrillation is often a 
reflection of myocardial damage, then it is reasonable to 
suppose that benefit will accrue from the damaged muscle 
having to work against less resistance. 

_ In this series congestive failure occurred more frequently 
in those with auricular fibrillation than in those with sinus 
rhythm, but it is often difficult from the history to decide 
whether or not a patient has had congestive failure. In un- 
treated patients oedema from failure is usually if not always 
accompanied by raised venous pressure or at least a positive 
hepato-jugular reflux. Middle-aged women, especially, often 
complain of intermittent swelling of the ankles towards the 
end of the day, and a certain diagnosis may be impossible 
unless the patient is examined when the oedema is present. 


It is too soon to be able to assess the effects of valvulotomy 
in prolonging life in those with auricular fibrillation, but 
from the initial benefit which has followed operation in 
many cases it seems probable that life will in fact be 
materially prolonged. 


Post-operative Auricular Fibrillation 


Post-operative auricular fibrillation in those previously in 
sinus rhythm is of common occurrence and developed in 
23% of the patients in this series. This incidence agrees well 
with the experience of other observers. In no instance has 
fibrillation developed during the actual operation despite the 
fact that nodal rhythm, wandering pace-maker, multifocal 
extrasystoles, and runs of ventricular tachycardia commonly 
occur. Nor has auricular fibrillation developed on the day 
of the operation, but at various intervals thereafter over the 
next ten days, On occasion the onset has coincided with 
some minor surgical procedure such as paracentesis thoracis 
or bronchoscopy, but usually there has been no obvious 
reason, and often it developed in relatively young patients 
and in those otherwise apparently undergoing a smooth 
convalescence. Except in the older age groups, auricular 
fibrillation is rare after thoracotomy for procedures not 
involving opening the pericardium—for example, for 
pulmonary resection, 

»Presumably there are two relevant factors in patients 
undergoing valvulotomy—that of rheumatic heart disease, 
and the traumatic pericarditis which occurs in varying degree 
in all cases. The pericardial reaction as judged by fever, 
pain, and rub varies greatly from patient to patient, and we 
have not found any relationship between its apparent 
severity and the incidence of post-operative fibrillation. 
Nevertheless, if the characteristic electrocardiographic 
changes of pericarditis are in fact due to inflammation of 
the underlying epicardium, then the striking pattern present 
after valvulotomy implies a likely stimulus to auricular 
fibrillation. 

From our experience we have been unable to decide 
whether the pre-operative administration of dig talis and 
its continuance during and following operation in those with 
sinus rhythm affects the incidence of post-operative fibrilla- 
tion. Some observers consider that digitalis should not be 
given because it actually increases the likelihood of fibril- 
lation. Theoretically, previous digitalization would be 
expected at least to prevent an undue rise in the ventricular 
rate following the onset of fibrillation. 


Restoration of Normal Rhythm 


We found it unprofitable to attempt the restoration of 
normal rhythm with quinidine in the first ten post-operative 
days because most patients were resistant during this period, 
presumably from persistence of the underlying stimulus to 
fibrillation. However, after the first fortnight normal 
rhythm has been successfully restored in all but 3 of the 
60 patients. With one possible exception there have been 
no untoward incidents from this procedure. The possible 
exception occurred in a woman in whom normal rhythm 
had been restored, and who died suddenly and unexpec- 
tedly the day after discontinuance of the drug. Post- 
mortem examination revealed no cause for death, which was 
probably due to some ventricular arrhythmia, but under the 
circumstances it is difficult to incriminate quinidine, since 
the blood level would have been low at the time death 
occurred. 

Prophylactic quinidine given before, during, and after the 
operation, even in high dosage, was often ineffective in 
preventing the occurrence of auricular fibrillation. 


Summary and Conclusions 


Over a period of five years a study has been made of 
auricular fibrillation in relation to 500 patients with 
rheumatic mitral disease. Of these, 250 were treated 
surgically. 
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Factors which may precipitate auricular fibrillation 
include exercise, emotion, infection, and active carditis, 
but usually no cause is apparent. 

The onset of auricular fibrillation may pass unnoticed 
or be responsible for dyspnoea, pulmonary oedema, 
pulmonary infarction, systemic embolism, cardiac 
failure, loss of consciousness, or anxiety. 

Relative advantages of established auricular fibrilla- 
tion include freedom from paroxysmal attacks, ease of 
control! of heart rate with digitalis, and comparative free- 
dom from bacterial endocarditis. 

Persons with auricular fibrillation tend to have larger 
hearts than those in sinus rhythm, but reasons are given 
for concluding that enlargement is not directly related 
to the arrhythmia. 

Possible factors in the pathogenesis of auricular fibril- 
lation are reviewed, and it is concluded that there is 
presumptive evidence that myocardial damage may be 
the most important. 

Auricular fibrillation is not a contraindication to val- 
vulotomy but a disadvantage from the presumed 
presence of myocardial damage and the increased prob- 
ability of clot being present, with tie consequent risk 
of embolism. 

Auricular fibrillation had occurred pre-operatively in 
42% of the surgical series. In these 106 patients clot 
was found in the left auricle or atrium in 40%, but in 
only 3 of 144 patients in sinus rhythm. 

The presence of a regurgitant jet seems to militate 
against thrombus formation. 

Good operative results may be obtained in cases of 
auricular fibrillation and life thereby prolonged, but the 
operative risk is greater and the ultimate prognosis 
poorer than in cases with sinus rhythm. 

Post-operative auricular fibrillation occurred in 23% 
of those previously in sinus rhythm.’ In the first 10 
post-operative days it is rarely possible to restore sinus 
rhythm with quinidine, but thereafter success is almost 
always obtained. Pre-operative prophylactic quinidine 
is ineffective. 
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Among organizations which help to maintain friendly 
international relations on the medical plane, the Horse 
Shoe Club is particularly concerned with fostering friend- 
ship between American, Canadian, and English men and 
women interested in the cure and prevention of disease. 
The club encourages exchange research and clinical appoint- 
ments between these countries, and provides hospitality for 
overseas visitors. On November 12, at Apothecaries’ Hall, 
the Horse Shoe Club held its autumn cocktail party (one 
of two held every year) to entertain doctors from the U.S.A. 
and Canada who are working here for the time being either 
in their country’s armed Forces or in civilian posts, together 
with their wives. Dr. GeorrrRey Bourne, chairman of the 
club, Sir Harry HaGue, treasurer, and Dr. CLAUDE NICOL, 
secretary, were all present. Many of the 150 guests took 


the opportunity of hearing Dr. NEVILLE FINzi, master of 
the Society of Apothecaries, discourse on some of the 
treasures of the Society. 


ACTINOMYCIN C IN TREATMENT oF 
ADVANCED HODGKIN’S DISEASE 


BY 
J. R. TROUNCE, M.D., M.R.C.P, 
A. B. WAYTE, M.B., D.M.R.E. 
AND 


J. M. ROBSON, M.D., D.Sc., F.R.S.Ed. 
From the Departments of Medicine, Radiotherapy, 
and Pharmacology, Guy's Hospital 


In 1949 Brockman and Grubhofer isolated from Strepio, 
myces chrysomallis a substance which they named 
actinomycin C (“sanamycin”). Three years later, 
Hackmann (1952) reported that this substance had ap 
inhibiting effect on the growth of the Ehrlich carcinoma, 
a mouse sarcoma, and the Walker carcinoma in rats. 
He also noted that actinomycin C had a cytostatic effect, 
particularly on the lymphatic system (Hackmann, 1953), 

As a result of these findings, Schulte (1952) treated 
a number of patients with tumours of the reticulo. 
endothelial system with this substance and reported 
some improvement in their condition, with disappear. 
ance of the tumours in some cases and in others a 
reduction of the dose of radiation required to control, 

A large series of patients was investigated by a group 
of French workers (Presse méd., 1954). It was stated that 
the effect of actinomycin C in Hodgkin's disease was 
inconstant and of short duration. Two of the group, 
however (Ravina and Pestel, 1954), reported consider. 
able improvement in Hodgkin’s disease. Their better 
results may have been due to the large dosage of actino- 
mycin C, which was given in gradually increasing doses 
up to 1,200 ug. a day. Each daily dose was given by 
intravenous drip spread over three to four hours, 

The toxic effects were confined to the gastro-intestinal 
tract, and consisted of stomatitis, pharyngitis, nausea, 
and diarrhoea. Actinomycin C was also tried in acute 
leukaemia and various carcinomas without effect. 


Present Investigation 

Actinomycin C was given to six patients with Hodgkin's 
disease and one with a reticulum-celled sarcoma. All the 
patients had already been treated by radiotherapy, and all 
but one had received one or more courses of nitrogen mur 
tard; these courses, however, were not completed in two 
cases owing to toxic effects. All the patients were suffering 
from an advanced stage of the disease. 

Dosage.—The usual scheme of dosage employed was to 
start with 100 »g. of actinomycin C intravenously. If no 
toxic effects were observed the dose was increased so that 
at the end of a week or ten days the patient was receiving 
a daily dose of 400 »g. The dose was then progressively 
increased to 600 g., and finally 800 »g. a day. With doses 
of 400 »g. or more the drug was dissolved in half a piat 
(285 ml.) of saline, and given by intravenous drip over about 
two to three hours. A total course of between 7,000 and 
10,000 »g. was used whenever possible. In one patient who 
responded to the drug but relapsed rapidly an attempt was 
made to maintain improvement with twice-weekly injections 
of 400 ug. This was carried out for two months, but did 
not appear to be effective. 


Results 
The results of treatment are summarized in Table I. Only 
two patients showed a marked response to treatment, 
disappearance of fever and considerable reduction in the 
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TABLE I.—Results of Treatment 











. Follow-up 
, P Total Dose of Therapeutic F 
og Diagnosis Actinomycin C Effect Toxic Effects Period Results 
, 4,600 yg. None None — Died during treatment 
1 | Hodgkin's disease | rses (5,000 ne, 8,000 ug., | Slight Stomatitis; thrombocyto- | 6 months | Died 
2 > 5,000 ug., and 4,000 ~g.d penia; pigmentation 
(biweekly doses) : — A Bea 
a 5,400 ug. - Hair loss; stomatitis; 8 ” Some improvement maintained 
3 ” . thrombocytopenia; 
rash; leucopenia 
4 a 9,100 ,, None None 6 - Further deep x-ray required | 
5 Reticulum-celled 7,000 ,, Marked ms 3 on Marked improvement maintained 
sarcoma — ° ° * 
in’s disease 4,500 ,, None Stomatitis; pigmentation o- Died during treatment 
* ae 7,500 >, Marked | Rash 3 weeks ~~ 























size of lymph nodes and spleen. In one of these patients 
improvement has been maintained up to the present, a 
period of three months. Two other patients showed slight 
improvement, with some reduction in the size of lymphatic 
glands and temporary disappearance of fever. Three cases 
showed no response to the drug; but two of these patients 
died of their disease before completing the course of treat- 
ment, and therefore did not really afford an adequate trial 
for the drug. Where improvement occurred it was slow, and 
reduction of fever appeared only after a week or more. 
Toxic Effects—{a) Thrombocytopenia: The most serious 
side-effect noticed was thrombocytopenia. This occurred in 
two patients; the details are summarized in Table II. In 
Case 2 a retroperitoneal haemorrhage required laparotomy 


TABLE I].—Cases in Which Thrombocytopenia Occurred 














let Count Total Lowest Platelet Count 
Case ~~ ‘ Dose of Platelet after 1 Week 
No. Treatment Actinomycin C Count on Cortisone 
, 5,000 + 8,000 ug. 10,000 30,000 
. — - (80,000 after 
1 month) 
3 130,000 5,400 pg. 42,000 100,000 

















and transfusion. In both patients the actinomycin C was 
stopped, and they appeared to respond to cortisone, 150 mg. 
daily ; and in Case 2 further administration of actinomycin 
C combined with cortisone did not lead to a recurrence. 
Although thrombocytopenia may occur during the course 
of Hodgkin’s disease (Gledhill and Shillitoe, 1952), it seems 
very much more likely that in these two patients it was 
associated with the actinomycin C—suggesting that, if the 
drug is given, a careful check should be kept on the 
platelets. (b) Other Side-Effects: The other side-effects 
noticed were sore mouth (three patients), erythematous rash 
(two patients), brown pigmentation of the skin (two 
patients), slight loss of hair (one patient), and moderate 
leucopenia (one patient). 


Discussion 

The results in this small series suggest that, in advanced 
reticuloses, actinomycin C only occasionally has any great 
effect on the disease. Its place in the treatment of this 
group of conditions is difficult to assess at present, but it 
would seem to be worthy of a trial when the other more 
usual treatments have failed, and particularly in those 
patients who for one reason or another are unable to take 
nitrogen mustard. 

The other possible use for the drug might be in combina- 
tion with either deep x rays or nitrogen mustard in an 
attempt not only to increase the therapeutic effect but 
perhaps to prevent the appearance of resistance to further 
treatment at a later date in those patients who respond 
satisfactorily, or to increase the sensitivity to radiation of 
those cases that have become radio-resistant. 


Summary 
Six cases of Hodgkin’s disease and one of reticulum- 
celled sarcoma have been treated with actinomycin C. 


In two patients there was marked regression of the 
disease, and in two slight regression. 

The side-effects of the drug included stomatitis and 
thrombocytopenia. The importance of repeated exam- 
ination of the blood during treatment is stressed. 


We would like to thank Dr. D, I. Finer, the family doctor of 
one of the patients, for his co-operation, and Dr. Wilpert, of 
Farbenfabriken Bayer, for the supplies of sanamycin. 
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ALBUMINURIA IN SERVICE RECRUITS 


BY 


F. S. FOWWEATHER, M.D., M.Sc., F.R.C.P. 


(From the Department of Chemical Pathology, 
University of Leeds) 


The time is long past when albuminuria was regarded 
as synonymous with renal disease ; benign albuminuria 
is a well-recognized condition. When albuminuria is 
found in a recruit who, apart from this, appears to be 
quite fit for service, the possibility of the albuminuria 
being benign calls for consideration, and before reach- 
ing a decision on this point the chairman of the medical 
board concerned may refer the recruit for examination 
by a pathologist. In addition to albuminuria there may 
be features in the past history of the apparently healthy 
recruit—“ kidney disease,” scarlet fever, etc.—which 
suggest the possibility of a legacy of latent nephritis, and 
so reinforce the advisability for as full an examination 
as possible before a final decision is reached concerning 
the suitability of the recruit for service. The same con- 
siderations of course arise with respect to examinations 
for insurance, and sometimes for employment. I have 
been dealing with cases referred for pathological ex- 
amination since 1940. The examinations were planned 
at short notice, to give the medical boards the informa- 
tion asked for, with no thought of publication at the 
time, but I believe the results obtained to be of suffi- 
cient interest to be placed on record. 


Method 


Recruits for examination are instructed to have only a 
light breakfast, with not more than one cup of weak tea 
(coffee is forbidden), and they are asked to present them- 
selves at 10 a.m. On arrival they are immediately instructed 
to empty the bladder, and the urine is kept for examination. 
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They are then given 15 g. of urea dissolved in half a tumbler- 
ful of water, and seated in a comfortable chair, at a desk on 
which are magazinés and newspapers. At the end of an 
hour they are instructed to empty the bladder again, a sample 
of blood is taken after a further half-hour, and the bladder 
is again emptied two hours after taking the urea. All urine 
specimens are tested for albumin, and their volume and 
urea concentration are determined. The first specimen is 
centrifuged and the deposit examined microscopically. The 
same procedure is sometimes carried out on the other two 
specimens also. The urea concentration of the blood speci- 
men is determined and the urea clearance calculated from 
the data from this specimen and the third specimen of urine. 
The results obtained are tabulated as in Chart 1. 





Name:—John, E. J. Registration No. :—SRB 9958 
Board No. :—1!I Referred for :—Albuminuria 


Urea Clearance Test 
Albumin Time Volume Volume/Min. % Urea 
54 ml. 1-36 
154 ,, 1-57 
1-22 ml. 3-03 


Urine 
Before urea . . - + 
ist specimen after .. Trace 55 min. 
, — a .. Nil a «s 70 , 
Deposit: A few leucocytes. 
Blood :—Urea during 2nd hour after urea: 57-1 mg./100 ml. 
Rate of urea clearance: 109%. 





Cuart 1.—Specimen result sheet, showing considerable range of 
urea concentration. 


It is many years since the practice of determining the urea 
clearance after giving urea in the way just described was 
first advocated. It is still not generally accepted, however, 
and I believe it worth while stating what I believe to be its 
very great advantages. Firstly, the institution of hourly 
emptying the bladder before the second-hour period (on 
which the clearance value is calculated) results in more satis- 
factory emptying at the beginning and end of this period 
than when no preparation for urine collection before the 
clearance period is made, and this makes for greater accuracy 
in the determination of the clearance rate. But much more 
important is the fact that the data obtained in the way 
referred to give a much better overall picture of renal 
function than when no urea is given. 

Following the ingestion of 15 g. of urea, the blood urea 
quickly rises, and within an hour exceeds the original con- 
centration by 25-30 mg. per 100 ml. in the average adult, 
and it remains approximately constant at this higher level 
throughout the second hour afterwards. The first specimén 
of urine is secreted with the blood urea at the original level ; 
the second one is secreted during the period while the blood 
urea concentration is rising, and has an average concen- 
tration for the period of 12-18 mg. per 100 ml. higher than 
at the starting-point ; while the third specimen is secreted 
while the blood urea concentration is 25-30 mg. per 100 
ml. above the starting-point. The three specimens of urine 
taken during the test are therefore taken under different 
conditions so far as the important factor of blood urea 
concentration is concerned. 

Now, efficient kidneys respond readily to changing con- 
ditions, while loss of efficiency shows itself by loss of ready 
adaptability and a tendency to work at a dead level. This 
is reflected in the volumes and urea concentrations of the 
three urine specimens. When renal efficiency is high there 
is usually a considerable range of urea concentration to be 
seen among the three urines (Chart 1), whereas when 
efficiency is low the range is much smaller and sometimes the 
three concentrations are practically identical (Chart 2). 
Volumes show similar ranges, but the figures are not so 
precise as those for urea concentration. The period of 
secretion represented by the specimen passed on arrival is 
not usually known with anything approaching accuracy. If 
it is long, there may have been some overdistension of the 
bladder, so that it may not empty itself completely when 
urine is passed, and a portion is retained and is later passed 
along with the urine secreted during the first hour after 
urea, so that this specimen may be somewhat larger than it 
should be. If the first period referred to is very short the 


$$$ 


Registration No. :— 
Referred for —Aibeninaie 
Urea Clearance Test 
—— Time Volume 
Before urea. 225 mi. 


Ist specimen after * Weak+ 49 min. 103 mi. 
2nd ” ” Weak + 60 ” 92 ” 1- 53 ml. 1-99 


Deposit: Many granular and a few hyaline casts; a few red cells, some 
leucocytes. 
Blood:—Urea during 2nd hour after urea: 108-8 mg./100 ml. 
Rate of urea clearance: 42%. 





Name :—Jack L. 
Board No. :—3. 


Urine Volume; Min, 





Cuart 2.—Specimen result sheet showing almost identical urea 
concentration. 


stimulus for the bladder to empty completely may be jp. 
adequate. Effects of this kind, however, have usually 
corrected themselves by the end of the first hour, so that 
the second-hour specimen correctly represents the urine 
secretion over this period. 

A consideration of the range of urea concentrations ang 
to a less extent of the volumes of the urine specimens js 
particularly useful in cases where the value for urea 
clearance is a borderline figure. If the range is limited it js 
very probable that renal function is impaired, whereas, with 
a good range, renal function is probably satisfactory, even 
though the figure for urea clearance may be slightly below 
the normal range. In general, assessment of renal function 
should be made by a consideration of all the figures 
obtained, and not simply from the clearance rate. 

Inspection of volume and urea concentration figures may 
also be of value in another way. Since the blood urea 
concentration is higher during the secretion of the second- 
hour specimen than during the secretion of the first-hour 
specimen, the former specimen should be greater in volume 
or urea concentration, or both, than the latter. If in any 
test this is not found to be the case, incomplete emptying 
of the bladder must have taken place at some stage, and the 
clearance figure calculated from the observed values may 
be erroneous. In such cases it is advisable to have the 
test repeated, paying particular care that the instructions to 
the patient, to empty the bladder completely each time a 
urine specimen is passed, are thoroughly understood. 

In the work on recruits I have never found a result of 
the type just described, but among cases dealt with in 
hospital such results do arise from time to time. This is 
no doubt partly due to failure of the patient to appreciate 
the need for complete emptying of the bladder in some 
cases, but also partly due to the fact that the persons dealt 
with in hospital represent a much more heterogeneous group 
than Service recruits, and contain a proportion of older 
people, among whom are some who do not easily achieve 
complete emptying of the bladder. 

The test, when carried out in the manner described, throws 
light on still another point—the relation of albuminuria to 
posture. The first specimen of urine is passed immediately 
following a period of activity in the erect posture. (The 
recruit has some little distance to waik to the laboratory, and 
finally climbs two flights of stairs.) The remaining speci- 
mens are passed after periods during which he is comfortably 
seated. I have found that this change from erect posture 
to sitting has the effect of completely abolishing albuminuria 
in a large number of cases—that is, it has the same effect 
as the change from standing to lying down, and so serves to 
distinguish certain cases in which the albuminuria is of the 
so-called orthostatic variety. Watson (1951) has also advo 
cated tests, after keeping patients sitting for a period, o 
the diagnosis of orthostatic albuminuria. 

The significance of an albuminuria is mainly decided tell 
the nature of the centrifuged deposit. If this differs in any 
way from what is known to be normal the case is not 
accepted as benign. It is only rarely that a knowledge of 
the urea clearance rate is of great importance in this com 
nexion. A normal clearance rate certainly does not exclude 
the presence of renal disease ; in many mild cases of both 
acute and chronic nephritis, renal function appears to be 
unimpaired. Where it is impaired there will be few case 
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that do not also indicate the oresence of renal disease by” 


the nature of the urinary deposit, and some of them will 
have signs and symptoms obvious enough to the examiners 
of the medical boards to prevent these cases being considered 
as apparently fit, apart from their albuminuria. There are a 
few cases of chronic nephritis, however, in which albumin- 
uria is slight, and in the deposit signs of renal disease are 
often scanty and occasionally absent. If one depended solely 
on the findings in the urinary deposit, the true nature of the 
albuminuria might be missed. Such cases, however, will 
almost always show a reduced clearance rate, and a restricted 
range of urea concentration in the urine specimens. 

It is generally accepted that orthostatic albuminuria is 
benign. Nephritic albuminuria may also be effected by 
posture, but though rest often diminishes it, rest seldom 
abolishes it entirely, and there will usually be other evidence 
pointing to the true nature of the condition. The diagnosis 
of benign albuminuria that is not orthostatic is by exclusion, 
and | have throughout acted on the principle that an 
albuminuria can be considered as probably benign only if 
all other findings are reassuring. 

To expect examination on a single occasion to indicate the 
true nature of an albuminuria in every case is to expect the 
impossible. Nevertheless, I believe a single examination on 
the lines I have indicated is adequate in the great majority 
of cases. Grading, of course, is the business of the board, 
not of the consultant, but the board looks to the consultant 
for more than a bare statement of his findings. Wherever 
possible I have given my opinion of the nature of an 
albuminuria I have investigated. In some cases I have asked 
for re-examination after a period—usually six months—and 
in the majority of such cases the board has deferred a 
decision and sent the recruit for re-examination as requested. 
In a few cases I have felt bound to confine myself to a 
statement of the findings—for example, that, apart from the 
albuminuria, | have found no clear evidence of renal 
disease or of impairment of renal function. 


Results 


The table below shows the results obtained on 200 male 
recruits ; a few female recruits have also been examined, but 
on account of the smallness of their numbers they have not 
been included. 

The ages of the 200 cases included in the list are as fol- 
lows: below 18 years, 20; 18, 115; 19-22, 37; 23-30, I1; 
over 30, 8; age not recorded, 9. 

The results have been grouped according to the reason 
for which the examination was requested by the board, 
having regard to the history as well as to the findings at the 
board examination. The subgroups (see Table) indicate the 
findings of the laboratory examinations. Some of the sub- 
groups are considered in greater detail in the Discussion. 


Discussion 


Subgroup la—Benign Albuminuria 


This is one of the most interesting groups. Views on the 
influence of posture vary, for while some claim that all 
benign albuminurias are orthostatic, others admit that in a 
proportion of cases posture has no great influence. 
Obviously if one holds the former view, clear relation of 
the occurrence of albuminuria with the assumption of the 
erect posture will be a cardinal point in the diagnosis. 
Another requirement according to some  writers—for 
example, Tidy (1949)--is absence of any history of renal 
disease. This seems to me to be an unreasonable require- 
ment. Complete recovery from acute glomerulonephritis 
occurs in about 85%, of cases ; benign albuminuria is by no 
means uncommon. Hence certain cases with benign albumin- 
urla must be among those who contract acute nephritis and 
recover completely. Admittedly an albuminuria associated 
with a history of nephritis must cause one to think of the 
possibility of a latent nephritis, but where all findings except 
the presence of albumin are negative, and the albuminuria 
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Table of Subgroups 
|. Albuminuria only: 
(a) Benign... - os 5 vi os oe oe ~ 92 
(i) Orthostatic—complete type. . we +8 ee 42 
(ii) os incomplete type ice a oe 19 
(iii) Not orthostatic ~ aa a va ns 26 
(iv) No albumin found .. _ oe se ea 4 
(v) Spermatorrhoea oa am ee a ai 1 
(b) Doubtful Se ic at” 5 
(c) Not benign .. a zs os a _ aad i 36 
(i) Evidence of nephritis, normal clearance .. 19 
ii) ee “ reduced clearance .. eis 13 
(iii) infection of lower urinary tract 4 
2. History of Nephritis 
(a) No albuminuria <t sk ~ om BR aa ai 13 
(i) All other findings normal .. oe ee i 12 
(ii) Some casts still present a ee oe m 1 
(b) Albuminuria present - - as pia et 23 
(i) Albuminuria orthostatic, other findings normal ., 6 
(ii) x not orthostatic, other findings normal 
(iii) »» - % clearance normal, 
deposit positive .. ee ae ee - 5 
(iv) Albuminuria not orthostatic, reduced clearance . . 7 
3. Albuminuria and Raised Blood Pressure at oe 9s oa 9 
(i) Albuminuria orthostatic, other findings normal . . 3 
(ii) - not orthostatic, other findings normal 1 
(iii) “i - ia normal clearance, 
deposit positive .. ine ” - YY 2 
(iv) Albuminuria not orthostatic, reduced clearance . . 2 
(v) Probably pyelo-nephritis .. oa se ee 1 
4. Albuminuria and History of Scarlet Fever... bs - “ 9 
(i) Albuminuria orthostatic, other findings normal . . 2 
(ii) < not orthostatic, other findings normal 3 
(iii) o a normal clearance, 
deposit positive sil ee np ne 
5. Albuminuria and History of Other Infections .. - on es 5 
u) Albuminuria orthostatic, other findings normal . . 1 
(ii) ae not orthostatic, normal clearance, 
deposit positive = ee “a ee 4 
6. History of Nephrectomy on - oe a os ee 4 
fa) No albuminuria, other findings normal .. os oo 3 
(b) Albumin present, not orthostatic, reduced clearance .. 1 
7. Albuminuria and/or Other Conditions .. és om oe ee 2 
(a) Albuminuria and anaemia .. +s os ee es 
(b) “ »» cystinuria ea te os +o 1 
8. Previously Graded IV Elsewhere 
Albumin not orthostatic, other findings normal ads aa 2 2 
200 
Total cases considered benign - on oe ee oe oe @6«2898 
” ” o as doubtful - on as ce tle 15 
»» ae ~ to show evidence of nephritis or other disease 
of the urinary tract . os a os eS ae + 67 


is clearly orthostatic, I believe it justifiable to regard the 
albuminuria as benign. Where the albuminuria is not 
orthostatic it may still be benign, but the possibility of its 
being evidence of latent nephritis is greater, and is such as 
to justify a cautious attitude to those cases. ° 

There is also the possibility that a benign albuminuria may 
be a residue of a healed nephritis. King (1955), in a study 
published as this paper was nearing completion, states that 
orthostatic albuminuria occasionally follows as a residue 
of otherwise apparently healed glomerulitis (healed, with’ 
defect). I have myself occasionally discovered an ortho- 
static albuminuria in a case giving a history of nephritis, but 
have not been sufficiently satisfied that the albuminuria was 
not present before the nephritis appeared to be certain of 
the relationship between the two conditions. 

Another finding which Tidy considered to be inconsistent 
with benign albuminuria is a rise in blood pressure. With 
this one must agree, provided it is established that there is 
a rise in blood pressure. But a high reading.as a result 
of a single test, as is often the case in routine medical 
examinations, is of doubtful significanee, and the claim that 
the blood pressure is raised should be confirmed before it 
is allowed to influence one’s view of a case unfavourably. 

So far as the test for orthostatic albuminuria is concerned 
it is striking to see how rapid, in many cases, is the change 
brought about by rest in a sitting position. In 30 cases the 
urine after one hour’s rest was entirely free from albumin, 
though it was present, often in quite high concentration, in 
the specimen passed immediately before. In 12 others the 
albumin had fallen to a trace after the first hour's rest, but 
had disappeared after a further hour. 
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In some cases, however, there way still a barely detect- 
able trace after two hours. 

Watson examined 62 cases of albuminuria by a similar 
method, testing urine after 15, 30, 45, and 60 minutes in the 
sitting posture. There were four “ failures”: one man still 
had albumin after 60 minutes’ rest, but produced a clear 
specimen after a night in bed; the other three could not be 
rested for a full hour, but produced clear specimens after a 
night in bed. Watson found that the shortest rest period to 
produce a clear urine was 25 minutes. 

It may well be that the sitting posture maintained even 
for two hours is not quite as efficient in abolishing albumin- 
uria as rest in bed. It will be noted that there are 19 cases 
in which albumin did not entirely disappear during the test ; 
these are referred to as the incomplete type. The results on 
the three urine specimens are recorded as +, trace, trace, or 

++. trace, trace. All had to rise from their seat and go 
into an adjoining room to pass the specimens, thus on each 
occasion assuming the erect posture for a few minutes, and 
it is possible that they are sufficiently sensitive to it to 
cause enough albumin to pass into the urine to account for 
the trace shown in the test. In many cases this appeared 
only after adding acetic acid—that is, the “ albumin ” found 
was the “ acetic acid body” referred to by Fishberg (1939), 
Miller and Seifert (1942), and others. 

There remain 26 cases in which change to the sitting 
posture either has little effect on the albuminuria or has 
an effect which, though appreciable, is not sufficient to 
abolish it or to reduce it to a trace only. These are the 
cases which, on the basis of the test used, cannot be regarded 
as orthostatic. They are less than half as many as the cases 
included as orthostatic. It is certainly possible that some of 
these might respond to a night's rest in bed, but I think 
their number would be small. 

The proportion of cases which are not orthostatic is not 
correctly represented by the figures I have obtained. When 
albuminuria is found in a recruit who otherwise appears to 
be healthy, he is asked by the board to attend a day or 
two later, bringing an early morning specimen of urine with 
him. If this is free from albumin it is assumed that his 
albuminuria is orthostatic, and usually he is not referred to 
me for further examination. Hence the number of cases of 
orthostatic albuminuria which have appeared at the board 
is probably much greater than those I have dealt with, and 
the proportion of non-orthostatic cases correspondingly less. 
It is evident that many recruits have not clearly appreciated 
that an early morning specimen for this purpose means a 
specimen passed immediately on rising and before any appre- 
ciable time in the erect posture has elapsed, for most of 
those whom I have found to have orthostatic albuminuria 
had produced an “early morning” specimen which con- 
tained albumin. In two cases in this subgroup I was unable 

*to find albuminuria, though it had been found by the board. 
These are presumably cases with irregular and intermittent 
albuminuria, and may be included among those considered 
to be benign. 

Two other points were noticed in the cases with benign 
albuminuria. One is that the acetic acid body is present in 
a large proportion of cases. In some it appears to be the 
only protein present—that is, no cloudiness appears on boil- 
ing the urine alone, but appears immediately a drop or two 
of 33% acetic acid is added. The other point is that a high 
proportion of the recruits faint or almost faint after the 
blood Specimen is taken. This is in agreement with the state- 
ment of Fishberg that many patients with benign albumin- 
uria have striking vasomotor instability. King also noted 
that in such cases pallor, sweating, and syncope are 
frequent after simple procedures. 


Subgroup 1b—Doubtful 


These cases had albumin in all three urine specimens. In 
addition three cases had some red cells and two had a few 
casts in the devosit. One had a clearance rate slightly below 
the normal range. 
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The presence of both red cells and casts is not neceggarj 
abnormal. Addis (1925), for exaraple, gives the normal 
number of red cells as 0-425,000, with an average of 65,750, 
in 12 hours, and of casts as 0-4,270, with an average of 
1,040. Other figures are quoted by Sunderman and Boerne, 
(1949). In the five cases referred to, while the red cells ang 
casts were not clearly outside normal limits, they Were 
sufficiently numerous, in view of the persistent albumip. 
uria, to give rise to doubt regarding the health of the 
kidneys. 

Bull (1948), in a careful study of postural Proteinuria, 
found that there was an increase in the output of all the 
formed elements in the urine in this condition, the rise being 
roughly proportional to the amount of albumin presen 
The impression I have gained from the examination of 
recruits confirms this finding. 
















Subgroup Ic—Not Benign 

The cases in this group, which had a normal urea cle. 
ance, contain the largest number (6) that were examined 
more than once. Signs of renal disease were relatively 
slight, renal function was quite satisfactory, and some 
admitted to having had a sore throat or “cold” recently, 
It was felt, therefore, that they might be cases of mild sub. 
clinical glomerulonephritis following recent infection, which 
might be in the healing stage and might therefore show 
evidence of recovery in a few months. 

Two, on re-examination, showed only an_ orthostatic 
albuminuria ; all signs of nephritis had disappeared. One 
showed a persistent albuminuria, other findings being normal, 
and the remaining three still showed signs of renal disease 
in the urine deposit. 

Three other cases in this group were thought to be pos. 
sible cases of mild nephritis in the healing stage, but were 
not sent for re-examination. Of the remaining 10, some 
showed signs pointing to a chronic lesion—-for example, 
tendency to fixity of urine urea concentration. The ure 
clearance in cases which showed this to be reduced was 
between 21° and 62°.. 

In all, 32 cases appearing healthy on clinical examination 
showed some evidence of nephritis, though no history point- 
ing to this condition, or of an infection which might be 
responsible for this condition, was given to the board. In 
a few cases I obtained some evidence of infection by 
questioning during my laboratory examination, but in th 
majority of cases no relevant history could be obtained 
The absence of any history of oedema and the presence in 
most cases of slight haematuria place these cases in Type 
I of Ellis’s classification. Ellis (1942) found no history of 
previous infection in 16% of the cases of this type which 
he examined. 

The results of these examinations appear to show thata 
subclinical nephritis may follow a commonplace infection 
which is not long remembered, but that in spite of the 
mildness of the infection and the inconspicuous nature ol 
the sequelae the nephritis may progress to the chron 
state. 

One case had much pus in the urine with no other 
abnormal signs, and a high urine urea concentration. Gonor 
rhoea seemed a likely explanation of the findings, and, o 
questioning, the recruit admitted that he had had a urethral 
discharge and had been exposed to the risk of venereal infe> 
tion. My colleague Dr. Williamson confirmed the present 
of gonococci in this urine. This case well illustrates th 
value of carrying out the examination while the recruit} 
available for questioning, or, if necessary, additional exalt 
ination, prompted by the findings in the early part of th 
examination. I have on a number of occasions obtained 
valuable information from the recruit that had not bet 
made available to the board. 

Three other cases had pus with some blood but no cass 
and a normal urea clearance, and so were probably cx 
of lower urinary tract infection, but no evidence of as 
nature was obtained, 
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Group 2—History of Nephritis 

The figures here illustrate well-known facts. Of 36 cases, 
12 show complete recovery, with absence of albuminuria ; 
6 show only orthostatic albuminuria, and in my view should 
also be considered to have recovered ; and 13 still show 
signs of nephritis, though it is possible that where the his- 
tory is recent complete recovery may ultimately occur in 
some cases. 

It is probably best, in view of the history, to regard as 
cases of latent nephritis the 5 with normal findings except 
for an albuminuria that is not orthostatic, though to those 
who accept the view that benign albuminuria is not always 
orthostatic they may be cases which have recovered com- 
pletely from their nephritis. 


Remaining Groups 

The number of cases in each of the remaining groups is 
small and the results call for little comment. 

Taking all groups together, the number of cases that can 
be accepted as being free from renal disease is 118; 18 
must be regarded as doubtful ; and the remaining 64 show 
definite signs of renal disease. Thus, approximately 60% of 
cases referred for the reasons indicated in the table can be 
accepted as fit for service. 


Summary 


The examination of recruits who are apparently 
healthy apart from the presence of albuminuria is 
described, and the results of such examination in 200 
male recruits are given. 

The findings in different groups are discussed, and 
attention is drawn to cases in which it appears that 
chronic nephritis was the sequel to a_ subclinical 
glomerulonephritis following a commonplace infection 
that is often soon forgotten. 


In approximately 60% of the recruits examined the 
albuminuria could, with reasonable confidence, be taken 
as benign and the recruits accepted for service. 
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In his Annual Report for 1954 Dr. A. ELLiotr, county 
medical efficer of health for Kent, describes a pilot scheme, 
undertaken as part of the domestic-help service, for the 
provision of evening and night attendants for elderly people 
in the Maidstone and Medway towns area. The attendants’ 
duties include provision of meals, preparations for sleep, 
attention to fires, and night attendance. The scheme is 
limited to cases where voluntary help cannot be provided, 
and the assistance provided may be either continuous or 
intermittent, depending on available help from relatives or 
other sources. The scheme was brought into operation on 
November 1, 1954, and by the end of that year 37 applica- 
tions had been received, and in 30 of these cases the 
necessary help was provided by the county council. There 
has been an appreciable increase in the demand for this 
service since the end of last year, and it has been decided to 
— this pilot scheme for a further period of six 
months. 
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Staphylococcal pneumonia in childhood, with its ten- 
dency to abscess, empyema, pneumothorax, and cyst 
formation, has been recognized for many years, but 
until recently has been regarded as a comparatively rare 
disease. This is indicated by the small numbers reported 
in the literature. For example, the largest series, exclud- 
ing the post-mortem material of Guthrie and Mont- 
gomery (1947), deals with 41 cases, and was collected in 
New York by Kanof ef al. (1953) from the early 
sulphonamide era to 1952, a period of more than 10 
years. 

In contrast to this we have seen as many as 55 cases 
in a period of 29 months. All our cases were observed 
at a time when the broad-spectrum antibiotics were 
freely available, and because of this we wish to discuss 
some of the problems that arise in the management of 
the disease at the present time. 

Kanof ez al. (1939) emphasized the frequency of 
empyema, which occurred in 78%, and stressed the 
serious nature of the disease, the mortality being 70%. 
Chaplin (1947), in a review of empyemata in children, 


noted that the staphylococcus was almost invariably the | 


cause in infants under the age of 6 months. Blumenthal 
and Neuhof (1946), describing 40 patients, most of 
whom were treated before the advent of penicillin, drew 
attention to the importance of surgical measures in 
lowering the mortality, only 13 (33%) of their cases 
being fatal. They attributed their good results to the 
early institution of closed drainage in cases of empyema 
and pyopneumothorax and deplored the use of repeated 
aspirations. 

With the introduction of penicillin the mortality fell 
(Chaplin, 1947), but the development of penicillin- 
resistant strains of staphylococci soon diminished the 
value of this drug. The discovery of the broad-spectrum 
antibiotics provided a new weapon, and the results of 
Kanof et al. (1953) suggested that the problem of 
staphylococcal pneumonia was largely solved. These 
authors reported 12 consecutive cures with chlortetra- 
cycline (“ aureomycin”) and penicillin, and considered 
that the need for aspiration of empyemata was almost 
abolished. This is not our experience. 

Cysts have been recognized as a common complication 
of this condition, but they usually subside without treat- 
ment. Potts and Riker (1950) pointed out the impor- 
tance of distinguishing them from congenital cysts, as 
these, in contrast, often require major surgery. 
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Present Investigation 


This article deals with 55 cases of staphylococcal pneu- 
monia in infants that occurred over a period of 29 months, 
and describes briefly the course of the disease, the x-ray 
appearances, the treatment, and prognosis. Our cases are 
divided into Group A—a series of 11 fatal cases in which 
the pneumonia was a terminal event in children with 
chronic debilitating disease ; and Group B—a series of 44 
cases corresponding to the primary and secondary pneu- 
monia of other authors. 

Group A.—Group A comprises four children with fibro- 
cystic disease of the pancreas, in which the association of 
staphylococcal pneumonia is well known; two with amyo- 
tonia congenita ; two with chronic gastro-enteritis ; one with 
epidermolysis bullosa; one with microcephaly; and one 
with rhabdomyosarcoma of the prostate. All these children 
had been in hospital for long periods before the onset of 
the lung infection. This group is included to emphasize the 
frequency of staphylococcal infections in hospital patients 
and their commonly fatal nature in debilitated children. No 
further mention is made of them in the discussion which 
follows. 

Group B.—Of the 44 cases in this group five had osteo- 
myelitis. They therefore corresponded to the secondary 
pneumonia of other authors. Of the remaining 39, some 
had evidence of staphylococcal infection elsewhere, but in 
all of them pneumonia was the predominant feature. 


Analysis of Group B Cases 
Age Incidence.—All except 10 of the children were under 
the age of 6 months (Fig. 1). 
Seasonal Incidence—The incidence was greater in the 
winter and spring of each year (Fig. 2), and in these seasons 
in 1953 and 1954 there was proved influenza in the com- 




















munity. No virus studies were made in our cases. 
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Fic. 1.—Age incidence. 
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Fic. 2.—Seasonal incidence. 


Associated Infections.—In 10 patients (23%) there were 
associated staphylococcal infections ; pustules in four, osteo- 
myelitis in five, and umbilical sepsis in one. In 23 (52%) 
there was a history of upper respiratory tract infection. 
Of the 44 patients there were eight whose lungs were passed 
as normal by the house-physician on admission. 
Pyrexia.—The average duration of pyrexia in the surviving 
cases was 13 days, but in five babies, all under the age of 
6 weeks, the temperature never rose above 100° F. (37.8° C.). 


- hospital, 


X-ray Appearances.—Four patients died before x-ray films 
could be taken. Of the remainder, pyopneumothorax 
occurred in 11 (25%), empyema alone in 14 (32%), ang 
pneumothorax alone in 3 (7%). Cysts occurred in 29 (66%), 
and in seven were, present on admission. The average time 
between admission and the first signs of cyst formation was 
five days. In 16, regular x-ray examinations were made until 
disappearance of the cysts, and the average time for this to 
occur was six weeks. 

Laboratory Investigations.—Polymorphonuclear _ Jeyco. 
cytosis was usual. When possible, sensitivity tests were per- 
formed in vitro on material obtained from the lungs, Pleura, 
or sputum, but in some cases it was necessary to rely on 
culture of staphylococci obtained from throat swabs. 92%, 
were completely resistant to penicillin. Resistance to oxy- 
tetracycline (“terramycin”) was found in 4%, to chlor- 
tetracycline in 3%, to chloramphenicol in 6%, to strepto- 
mycin in 3%, and to erythromycin, when tested, in 3%, 

Treatment.—Antibiotics were given according to the 
result of sensitivity tests and clinical response, and the dura- 
tion of treatment was determined arbitrarily by the duration 
of pyrexia and the clinical condition. The average was 
23 days. Penicillin was not used as the initial treatment ip 
later cases. Surgical treatment was necessary in 21 cases 
(48%). Aspiration alone was successful in six. Of thes 
five had empyema and one pyopneumothorax. _Intercostg] 
drainage was carried out on 13 patients, 11 of whom had 
pneumothorax or pyopneumothorax and two had empyema 
alone. One of these patients died. In seven patients ti 
empyema was minimal and surgical intervention was not 
indicated. The method of intercostal drainage used was the 
insertion of a catheter through a stab thoracotomy made 
with a trocar and cannula. 

Mortality—Ten patients died—a mortality of 23%—five 
of them within 24 hours of admission. 

Follow-up.—X-ray films were taken of 29 survivors ; all 
had become normal or showed only minimal pleural thick- 
ening. 

Case 1 


A full-term baby developed furuncles in the maternity 
On the fifteenth day, when the skin condition had 


practically cleared with local treatment, she became difficult 
with feeds, and the mother noticed grunting respirations. 
Penicillin and a sulphonamide were given without improve 
ment, and she was admitted here on the seventeenth day, 
On admission the temperature was 102° F. (38.9° C.); she ° 
was pale, cyanosed, and dyspnoeic, and had a slight nasal 
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Fic. 3.—Case 1. On admission on October 30. Pyopneum> 
thorax and consolidation. 
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discharge. There were signs of consolidation on the left 
side of the chest, and scattered healed furuncles on the 
thighs. The polymorphonuclear leucocytes numbered 38,800. 
Staphylococci, resistant to penicillin but sensitive to all 
other antibiotics, were isolated from the throat swab, and 
chest x-ray examination showed consolidation of the left 
jung with early cyst formation and a small pyopneumo- 
thorax (Fig. 3). 

Chloramphenicol was given and the baby was nursed in 
oxygen. Respiratory distress continued, and an x-ray exam- 
ination the following day showed an increase in the amount 
of fluid, Chest aspiration was performed on the second, 
third, and fourth days with temporary improvement, approx- 
imately 1 oz. (28 ml.) of thin yellow pus being obtained on 
each occasion, Penicillin-resistant staphylococci were cul- 
tured from this. 

Five days after admission she was still dyspnoeic and 
cyanosed, and intercostal drainage was instituted. The im- 
mediate improvement following this procedure was main- 
tained, and progressive x-ray films showed gradual re- 
expansion of the lung with diminution in air and fluid, and 











| 


Fic. 4.—Case 1. November ‘ in amount of air and 
uid, 

















Fic. 5.—Case 1. November 8. Improvement following insertion 
of intercostal drain; cysts visible. 


some pleural thickening (Figs. 4 and 5). On the twelfth 
day, when she had been clinically well for two days, the 
catheter was removed. Chemotherapy was stopped 14 days 
after admission, the temperature having been under 100° F. 
(37.8° C.) for seven days. Cysts were no longer visible 
radiologically after three weeks, and the pleural thickening 
gradually diminished until, at 15 weeks, the x-ray film was 
normal. 

Comment.—This infection was probably acquired in the 
maternity hospital, though not manifest until after the baby 
returned home. The striking feature of this case was the 
prompt and dramatic improvement following intercostal 
drainage. 


Case 2 


A full-term baby developed pallor and jaundice on the 
third day. He was slow with his feeds, and vomited twice 
on the twelfth day, when he was transferred to this hospital. 
On admission the temperature was normal ; he was pale and 
slightly jaundiced, and had a mildly infected umbilicus. The 
tissues were lax and he was 20 oz. (570 g.) under his birth 
weight. He was regarded as having neonatal sepsis and was 
given chlortetracycline. Staphylococci insensitive to chlor- 














Fic. 6.—Case 2. November 3 (two days after admission). 
Minimal changes at left apex. 
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Fic. 7.—Case 2. November 18. Consolidation both sides, cysts 
visible on right. 
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tetracycline and to penicillin were grown from an umbilical 
swab, and chloramphenicol was substituted for the chlor- 
tetracycline. A chest x-ray examination two days after 
admission showed a faint opacity in the left upper zone 
(Fig. 6). The infant remained lethargic and had mild diar- 
rhoea; then five days after admission, while still having 
chloramphenicol, his respiration rate increased and he de- 
veloped a pyrexia and a polymorphonuclear leucocytosis of 
44,000. X-ray films showed increased density of the opacity 
previously seen in the left lung, then one week later a 
massive opacity on the right side with early cyst formation 
(Fig. 7). The cysts gradually increased in size and the 
density lessened, and this was accompanied by clinical 
improvement. 

Three weeks after admission the temperature was normal, 
he was taking feeds well and was gaining weight, and anti- 
biotics were stopped a week later. Fig. 8, taken seven weeks 
after admission, shows cysts on both sides when consolida- 
tion had cleared. Three months after onset the x-ray film 
was clear apart from an indistinct cyst on the left side. 
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Case 2. December 21. Cysts both sides after clearing 
of consolidation. 





Fic. 8. 


Comment.—tin this patient antibiotics were administered 
immediately after admission, when x-ray signs were mini- 
mal; yet the disease progressed, extensive lung changes 
occurred—consolidation first and later cysts—and his illness 
continued for three weeks. 


Discussion 

This study was confined to infants under the age of 2 
years, but it is a striking fact that more than three-quarters 
were under the age of 6 months. None of the children over 
the age of 6 months died. 

The increasing frequency of staphylococcal pneumonia 
has been stressed elsewhere. The cause is not known, but 
it parallels the growing resistance of the staphylococcus to 
penicillin and the widespread use of antibiotics. The higher 
incidence during winter and spring corresponds with that of 
other respiratory infections, and may be related to the out- 
breaks of influenza. The frequency of staphylococcal infec- 
tion in foundling homes and maternity hospitals (Gairdner, 
1954) may explain why a number of our cases came from 
these institutions. In the whole series there were concomi- 
tant staphylococcal lesions in nine. The 11 fatal cases 
(Group A) associated with chronic debilitating disease pre- 
sumably acquired their infection in this hospital. 

Clinical Picture-—Although the respiratory signs may be 
overshadowed by the toxaemia, in most of the severe cases 
the appearance was fairly typical, the infant being pale, 
cyanosed, and tachypnocic, with distressing cough and grunt- 





ing respirations. Occasionally the illness may be fulminat- 
ing, and one patient included in this series died in transit to 
hospital after an illness of only 18 hours. The production 
of thick yellow sputum is common, and it is often possibje 
to obtain a sample of this for culture by provoking a cough. 
ing spasm with a spatula, On rare occasions haemoptysis 
occurs, Abdominal distension and loose motions are some 
times prominent features of the acute stage, at times causj 
difficulty in the diagnosis. Rupture of an abscess into the 
pleural cavity is probably responsible for the high incidengs 
of empyema and pneumothorax, and may lead to 
deterioration. Careful observation and frequent x-ray films 
are necessary for the early recognition and treatment of 
these complications, which may develop up to two weeks 
after treatment is begun. 

Antibiotic Treatment.—The work of Chaplin (1947) ang 
McLetchie (1949) and our own experience indicate that the 
staphylococcus is by far the commonest cause of severe 
pneumonia and empyema under the age of 6 months. Be 
cause of the increasing resistance of this organism to penj- 
cillin, Horace Hodes (1952) recommended that one of 
the broad-spectrum antibiotics be combined with penicillin 
for treatment of pneumonia in this age group. However, 
the almost complete failure of penicillin led us to abandon 
this drug as the initial treatment in later cases. The other 
drugs used were chlortetracycline, oxytetracycline, chlor- 
amphenicol, streptomycin, and erythromycin, the commonest 
being the tetracyclines. It was not unusual for the anii- 
biotic to be changed during the course of the illness because 
of the slow clinical response, but there was no evidence of 
superiority of any one drug or combination of drugs. The 
value of the broad-spectrum antibiotics and erythromycin 
appears to be greatest during the early toxaemic stage. The 
long duration of fever and the extension of pulmonary 
lesions and empyemata during treatment indicate their rela- 
tive ineffectiveness against the suppurative foci, A similar 
trend has been observed by W. N. Gilmour (personal com- 
munication) and Dennison (1955) in cases of osteomyelitis. 
To-day extensive bone destruction is occurring despite the 
use of chlortetracycline alone or with penicillin, and the 
spectacular cures of the early penicillin days are no longer 
seen, Despite the use of these drugs it is disturbing to note 
that the mortality rate in our series is little better than that 
of Blumenthal and Neuhof (1946), whose cases were treated 
before the advent of penicillin and later antibacterial agents. 

Surgical Treatment.—When an empyema is demonstrated 
it is our practice to use simple aspiration, repeated if 
necessary ; but where this is large—or rapidly accumulates 
after aspiration—intercostal drainage is instituted. The same 
applies when there is air in addition, because a large 
broncho-pulmonary fistula may be present. Rib resection 
was not resorted to in any case and would not appear to 
be indicated in this condition. Rapid increase in size ofa 
pneumothorax may constitute an acute emergency, and the 
consequent respiratory embarrassment requires immediate 
relief. The necessary equipment for intercostal drainage 
must always be ready for use. Occasionally a cyst may 
suddenly expand and produce a similar clinical and radie 
logical picture. Conservative treatment is generally recom 
mended in these circumstances, but in two of our cases stab 
thoracotomy with intercostal drainage was a_ life-saving 
measure, and in one was followed by immediate and per 
manent disappearance of the cyst. 

Cysts.—The development of cysts is a unique feature tf 
staphylococcal pneumonia, and their appearance during? 
lung infection is practically diagnostic of this condition. It 
the early stages of the disease it is often possible to # 
small cystic spaces in the consolidated areas radiologically. 
These are probably abscesses, but these same translucencits 
may increase in size later and assume the typical thin- 
appearance of cysts. It is difficult to say when an absces 
becomes a cyst, and for this reason we have made no dis 
tinction between the two, referring to them all as cyt 
They occur at an early stage, generally within the first week. 
As the consolidation clears the cysts often become mor 
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obvious and at the same time tend to enlarge. They are 
only rarely associated with any respiratory disturbance, and 
it is surprising how well an infant may be with large cysts 
in his lung. We do not think it necessary to continue anti- 
biotics until the cysts disappear, and it is our practice to 
cease treatment when the child is clinically well and the 
temperature normal. 

In a disease which causes such extensive lung changes 
one would expect sequelae in the form of chronic pulmonary 
suppuration, but, in the children who survived, the ultimate 
return of the x-ray films to normal and the invariably 
norma! development of the patient were most gratifying. 
Bronchograms did not seem to be indicated, and were there- 
fore not done. 

Summary 


The literature on staphylococcal pneumonia is 
reviewed briefly. Attention is drawn to an apparent 
increase in frequency of the disease and its high mor- 
tality. 

A series of 55 cases in children under the age of 2 
years, occurring during a period of 29 months, are dis- 
cussed. Eleven of them were associated with chronic 
debilitating disease, the pneumonia being a terminal 
event (group A). The remaining 44 cases (group B) are 
discussed in detail with reference to diagnosis, x-ray 
changes, treatment, and prognosis. Ten patients died— 
a mortality of 23%. 

The relative ineffectiveness of the broad-spectrum 
antibiotics in controlling the infection is stressed, and 
the high percentage of penicillin-resistant organisms is 
noted (92%). 

Empyema or pneumothorax was present in 28 cases 
(64%). Emphasis is laid on the importance of surgical 
treatment when these complications occur. 

Cysts were present in 29 cases (66%). 

Follow-up x-ray examinations in 29 out of the 34 
survivors showed nothing abnormal, there being no 
residual signs or symptoms. 


APPENDIX : TECHNIQUE FOR INTERCOSTAL DRAINAGE 


Apparatus.—Exploring trocar (Allen and Hanburys No. 
16920). Jaques catheter, sizes 3-6. Glass connexion and 
rubber tube for attaching catheter to Woulfe bottle with 
underwater seal. A small electric suction-pump facilitates 
drainage. For this purpose we use a low-pressure pump 
made by the Genito-Urinary Company. 

Method.—After locating the site for drainage—a good 
lateral x-ray film of the chest is essential for this—the skin 
is infiltrated with a local analgesic. A nick is then made 
with a scalpel, and the trocar and cannula are inserted 
quickly into the chest. After withdrawing the trocar the 
catheter is passed through the cannula, which is then care- 
fully removed. The catheter is then connected to the suc- 
tion apparatus, approximately 2 in. (5 cm.) being left inside 
the chest. For small infants a cannula of 9-14 Charriére 
gauge is satisfactory. Speed is important, as the operation 
is distressing and the baby may be in extremis when it is 
performed. 


We wish to thank the members of the honorary medical staff 
for allowing us to publish details of cases under their super- 
vision, and Mr. R. Plummer for preparing the photographs. 
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EFFECT OF INTRAVENOUS VITAMIN K., 
ON THE ACTION OF PHENINDIONE 


BY 


PETER DAWSON, M.B., B.Chir., D.C.P. 
From the Haematology Department, St. George's Hospital 
Medical School, London, S.W.1 


Vitamin K, (2-methyl-3-phytyl-1 :4:naphthoquinone) 
when administered orally has been shown to have 
an antagonistic effect on the action of phenindione 
(2-phenylindane-1 :3-dione) (Toohey, 1952; Perlick, 
1953; Chalmers et al., 1954). Because the vitamin is 
fat-soluble, preparations suitable for intravenous injec- 
tion have been associated with difficulties in administra- 
tion (Douglas and Brown, 1952). 

While preparations of vitamin K, suitable for intra- 
venous administration have been used in America for 
some time, it is only recently that a new experimental 
emulsion of vitamin K, has become available for trial 
in this country.’ This paper records the results of tests 
performed on volunteers receiving phenindione (“ dinde- 
van”) who were given intravenous injections of this new 
vitamin K, emulsion. 


Material and Methods 


1. The vitamin K; preparation used was a stable emulsion 
containing 20 mg. of vitamin Ki per ml. It was stored in 
amber-coloured ampoules away from light. 

2. Tests were carried out on 24 healthy volunteers, who 
received 5, 10, or 20 mg. of the vitamin K; emulsion intra- 
venously during the administration of phenindione. 

3. Using Quick’s one-stage technique, “ prothrombin 
activity” estimations were carried out by the -method 
described by Chalmers et al. (1954). 

4. Prothrombin was estimated by a modification of the 
globulin assay technique of Douglas and Biggs (1953). 

5. Base-line values of prothrombin activity were deter- 
mined and then phenindione was administered to the subjects 
for four days, by which time the prothrombin activity was of 
the order of 10-20%. A single intravenous injection of 
5-20 mg. of vitamin Ki was then given. At varying intervals 
subsequently, prothrombin activity was determined, with 
additional controlled tests for prothrombin itself in some of 
the experiments. The subjects continued to take phenin- 
dione in regular dosage until the end of the experiments. 


Results 


In six volunteers to whom a dose of 20 mg. of intravenous 
vitamin K; was given and in four who were given 10 mg. the 
prothrombin activity was raised to 100% within 24 hours 
irrespective of its original level (Figs. 1 and 2). 

Fourteen volunteers were given 5 mg. of the vitamin 
(Figs. 3 and 4). In these the prothrombin activity rose 
from initial values of 7-19°4 to maximum figures of between 
50 and 100%. In 10 volunteers a maximum figure was 
reached after 24 hours, in one after 12 hours, and in three 
after 6 hours. 

Estimations of prothrombin activity were not made at 
such frequent intervals in all volunteers, as their tolerance 
to venepuncture was limited. However, in 19 experiments 
prothrombin activity was estimated three hours after dosage 
with vitamin Ki, and in 12 of these it showed a rise of 
between 5 and 26%. In sevén there had been no elevation 
by this time. In 16 cases a six-hourly estimation was carried 
out—in 11 of these the level had risen by between 30 and 
65% in this time ; in three of the remainder it had risen by 
at least 14%, whilst in the remaining two there was no 
increase. In both of these latter patients, however, the level 
had risen to 100% after 24 hours. 
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There was no evidence that the speed of rise in pro- 
thrombin activity within the first six hours was significantly 
greater at the larger dose levels. In this respect 5 mg. was 
as effective as 20 mg. This is in accord with the findings of 
Cramer and Gétze (1954), who used the same preparation of 
vitamin K, in doses of from 10 to 60 mg. by intravenous 
injection as an antidote to the longer-acting anticoagulant 
“ marcoumar.” 

To determine how long a single dose of 5 mg. of vitamin 
K, continued to have an effect while anticoagulant adminis- 
tration was continued, the prothrombin activity was esti- 
mated in five volunteers at 48 and 72 hours (Fig. 4). At 48 
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hours the prothrombin activity still exceeded the initia} 

by from 8 to 40%. By 72 hours the initial valye had 
returned in three cases, and in two the value wag gi 
slightly raised. 

In addition to the Quick one-stage method used ip the 
above experiment—a method which is regarded pri a 
an assay of factor VII (Donald ef al., 1954)—prothrombig 
itself was estimated in eight volunteers (see Table). Ip 
four cases was prothrombin significantly reduced (to 
between 33 and 50%), and this level was raised to 1004, 
within six hours after the administration of vitamin K,, In 
three of the experiments, globulin assay for Prothrombin 
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Fic. 1.—Effect of 20 mg. of intravenous 
vitamin K, on six subjects during ad- 
ministration of phenindione. Cases 6 
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Fic. 2.—Effect of 10 mg. of intravenous 
vitamin K, on four subjects during ad- 
ministration of phenindione. 
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Fic. 4.—Effect of 5 mg. of intravenous vitamin K, on five sub- 
jects during administration of phenindione. Cases 25 to 29. 
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| 
gave normal values before vitamin Ki was given; while a 
temporary slight fall in prothrombin occurred subsequently, 
the values were again normal 24 hours after the injection 
of vitamin Ki, in spite of the continued administration of 
phenindione. 

In a control group (Fig. 5) of five volunteers, the effects of 
simple discontinuance of the administration of phenindione 
was observed. Normal or near normal prothrombin acti- 
yities were reached in four cases in 72 hours and in one 
case in 48 hours. It is stressed that in all the other experi- 
ments the anticoagulant was administered throughout the 
period of observation. 


Discussion 

‘In early studies fat-soluble vitamin Ki or its oxide, which 
are oil-soluble substances, were administered intravenously, 
dissolved in alcohol and suspended in 1-1.5 litres of 5-10% 
glucose (Frank ef al., 1939; Davidson and MacDonald, 
1943 ; Douglas and Brown, 1952). Because of difficulties in 
preparation and the large bulk of the infusion, these 
methods proved to be unsuitable for general use. 

In America small-volume emulsions of vitamin K; (given 
intravenously) have been successfully used to correct low 
one-stage prothrombin times induced by phenindione 
(Guttas et al., 1953; Gamble et al., 1955). These authors 
found the effect of fat-soluble vitamin K; given intra- 
venously to be more rapid and more certain than that of the 
water-soluble vitamin K analogues given by the same route. 
Using large doses of vitamin K; (5 mg. per kg. body weight), 
Guttas ef al. observed a resistance to further doses of phen- 
indione for about ten days. 

The present experiments have shown that 10-20 mg. of 
vitamin K; in a new emulsion given intravenously is con- 
stantly effective in returning a lowered prothrombin activity 
to normal within 24 hours, even though phenindione is con- 
tinued. A definite rise in prothrombin activity was observed 
within three hours in more than half the subjects. The effect 
of 5 mg. of vitamin K; intravenously is to produce a tem- 
porary rise in prothrombin activity, which is followed by 
significant resistance to subsequent doses of phenindione for 
48 to 72 hours. Moderate depression of prothrombin itself, 
as judged by the globulin assay technique, was also corrected 
by the administration of this preparation of vitamin K; (see 
Table), but the effect of the vitamin on lower levels was not 
investigated, 


Effect of Vitamin K, Given Intravenously on Prothrombin, as 
Determined by Globulin Assay 























— Prothrombin 
Vol ose O 
_ Vit.K, | Before | Hours after Vitamin K, Intravenously 
i.v. Vit. K, 
iv. | 3 6 9 24 
10 20mg. | 80% 80% | 100% | 100% | 100% 
i1 20 ,, | 39% | 70% | 100% | 100% | 100° 
19 si | 33% 8s% | 100% | 100% | 100% 
20 5. | 44% 65% | 100% | 100% | 100% 
21 ee 50°, 78% | 100% | 100% | 100° 
22 5 {| 100% 11%, 63% 72% | 100% 
23 5° | 100% 84°, Z | 100% | 100% 
24 s | 100° 84% | 100% | 100% | 100° 























The principal indications for the administration of vitamin 
Ki are haemorrhage and the need for surgical intervention 
occurring during the administration of dicoumarol-like anti- 
coagulants. In addition, small doses may usefully be 
employed to raise dangerously low prothrombin activities 
occurring during anticoagulant therapy. From our results in 
healthy volunteers it would seem that with this preparation 
of vitamin Ki doses of the order of 10-20 mg. would be 
quite sufficient in the two major indications when phenin- 
dione has been used, and can be expected to have some 
effect within three hours in the majority of cases. When 
vitamin K; is used simply to raise a dangerously low level 
of prothrombin activity doses of not more than 5 mg. are 


probably advisable if anticoagulant resistance in the subse- 
quent days, with its danger of further thrombosis, is to be 
avoided. 

No toxic effects have been observed during 40 intravenous 
injections of vitamin Ki. In another series, using a different 
preparation of vitamin K:, epigastric discomfort, constric- 
tion in the chest, flushing, and sweating have been reported 
(Stragnell and Ware, 1954), but were attributed to too rapid 
administration. Vitamin K; should always be used with 
caution. Stragnell (1952) has reported two deaths follow- 
ing its use in cases of coronary thrombosis ; one was due to 
a demonstrable extension of the thrombus. The manufac- 
turers of the preparation we used recommend that not more 
than 2 ml. of the emulsion (containing 40 mg. of vitamin 
K:) be given to one patient in any one day. 


Summary 


An experimental emulsion of vitamin K, was found 
to be an effective antidote to phenindione. 

Doses of 10 to 20 mg. of vitamin K, administered 
intravenously were found to return the prothrombin 
activity to 100% within 24 hours in subjects who con- 
tinued to take phenindione. These doses are also effec- 
tive within 24 hours in correcting a moderate deficiency 
of prothrombin itself. A dose of 5 mg. caused a rise 
to between 50 and 100% prothrombin activity within 
the same period. In more than half the experiments an 
appreciable rise of prothrombin activity occurred within 
three hours. 

No side-reactions were observed, with the doses used. 

In the treatment of haemorrhage due to phenindione, 
an intravenous dose of 10-20 mg. is likely to be effec- 
tive. If vitamin K, is given simply to raise a danger- 
ously low prothrombin activity to within the therapeutic 
range, the evidence presented suggests that even 5 mg. 
may be too large a dose if an overshoot above the 
therapeutic range is to be avoided. 


No evidence was found that the speed of the pro- 
thrombin activity response was related to the size of 
the dose of vitamin K.. 


It is my pleasure to thank Dr. J. N. Marshall Chalmers for his 
advice and encouragement, and Mr. W. Polack for technical 
assistance. The emulsified preparation of vitamin K, which was 
used for injection in this study was supplied by Roche Products 
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The Ministry of Pensions and National Insurance has 
gathered statistics about sickness and injury among the work- 
ing population, mainly for the years 1952-3. These figures 
do not justify general publication, but the volume in which 
they are set out is obtainable on request from the Ministry 
at 10, John Adam Street, London, W.C.2. The statistics are 
based on medical certificates sent to the Ministry with claims 
to benefit. They do not include illnesses of two or three 
days, for which no claims are lodged, or sickness in certain 
persons not eligible to claim. As a measure of the incapaci- 
tating sickness of the working population they are therefore 
incomplete. The introduction provides such essential infor- 
mation as is necessary for interpreting the tables. 


a 
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POSSIBLE INFECTION OF MAN BY 
INDIRECT TRANSMISSION OF 
TRICHOPHYTON DISCOIDES 


BY 


JACQUELINE WALKER, Ph.D. 
Mycological Reference Laboratory, Public Health 
Laboratory Service, London School of Hygiene 
and Tropical Medicine 


A notable increase in the number of cases of infection in 
man by Trichophyton discoides, the principal cause of 
cattle ringworm, diagnosed in various parts of Great 
Britain and Northern Ireland has been evident in recent 
years. This may be attributable in part to a higher 
proportion of the infected persons seeking medical assis- 
tance, but in greater measure to an actual increase in 
the incidence of the disease. 

In many instances the infection in man can be traced 
to contact with an animal, usually a calf, suffering from 
ringworm, occasionally to contact with another human 
being ; but in a significantly large number of cases there 
is no history of any direct contact with the disease. In 
such cases it has been assumed that the infection was 
transmitted in an indirect way by contact with infective 
hairs, scales, or crusts deposited, from animals, on the 
ground, on the woodwork of cattle stalls, on scratching- 
posts, and elsewhere. However, in support of this 
hypothesis little if any material evidence has been 
adduced. 

The purpose of the present work was to seek for the 
infective morbid material in situations such as those 
mentioned above and also to consider the possibility of 
a natural saprophytic vegetation of the fungus from 
which infection might be contracted. In view of the 
recent reports on a natural habitat of Microsporum 
gypseum in the soil (Gordon et al., 1952 ; Gordon, 1953) 
this possibility seemed to be particularly relevant. 

Materials and Methods.—Materials for examination 
were obtained from three farms in Northern Ireland, 
one in Hertfordshire, and one in Cornwall, on all of 
which active cattle ringworm existed. These materials 
consisted of scrapings from the walls of seven cowsheds, 
from five cattle stalls, nine field scratching-posts, samples 
of soil from the base of these nine posts, one fence rail, 
bark from two trees rubbed by cattle, and eight samples 
of cow dung. All specimens were examined in micro- 
scopic mounts for the presence of infected hair or scales, 
and selected portions were then plated out for culture on 
cycloheximide — tellurite — penicillin — streptomycin — malt- 
extract agar. 


Results of the Examination. 

Excluding the samples of cow dung, which yielded entirely 
negative results, hairs or epithelial scales were found in all 
but two of the specimens, and characteristically infected 
hairs were seen in two specimens—one from a scratching- 
post and the other from the soil at the base of that post. 
T. discoides was isolated in culture from these two speci- 
mens and also from a scraping of the wall of a cowshed. 

During the course of this study an instance came to notice 
indicating the long survival of the fungus in an inactive state 
under natural conditions. A herd of Jersey cows, appar- 
ently free from infection, was introduced into a new pasture 
that had not been grazed for two years; there were 
scratching-posts in the field. Two weeks later several of 
the animals developed ringworm and T. discoides was iso- 
lated from them. But there was nothing to show whether 
the infecting fungus had survived in the dormant parasitic 
form in shed hairs or scales or in a saprophytic vegetation. 





In view of this observation, tests for survival time wer 
made on 50 samples of 7. discoides in infected hairs, 
samples, protected in folded papers, were stored at labor. 
tory temperature and examined at intervals for Viability, 
All of the 50 were found viable at the efd of 6 months, 
49 at the end of 9 months, 38 at the end of 12 

and 29 at the end of 15 months. It seems probable, there. 
fore, that under natural conditions some of the 
parasitic spores, protected in cracks or fissures in bark o 
woodwork, would have an equally long survival periog 

The possibility that the fungus may be able to SUTVive jg 
nature in a saprophytic form was also investigated, No 
such form had been seen in any of the specimens examined 
microscopically, and, moreover, in artificial culture op the 
common nutrient media, 7. discoides, which is 
deficient in the power to synthesize essential vitamin B 
forms only a glabrous, dysgonic growth with no chamo 
teristic spore forms. However, when preformed Vitamin B, 
as thiamine, is added to the medium, a richer growth, some 
times containing microconidia and macroconidia, may de 
velop (Mackinnon and Artagaveytia-Allende, 1948 ; Georg, 
1950; Blank, 1953). 

Tests were made of the capacity of the fungus to vegetay 
on soil and other natural substrata. The materials ugg 
were: (1) the top soil from a chicken run, pH 6; (2) sof 
from a fresh mole-hill on an alluvial deposit, pH 85, 
(3) alluvial deposit from a river bank, pH 8.5 ; (4) light top 
soil over chalk, pH 8.5; (5) light top soil over grave 
pH 7; (6) marl over chalk, pH 5.5; (7) cultivated garde 
soil, pH 7; and (8) cow dung, pH 8. The materials wer 
spread in Petri dishes and sterilized in the autoclave » 
15 Ib. per sq. in. (1 kg. per sq. cm.) for 30 minutes. 

On each sample of soil and on the dung sowings wer 
made of the parasitic stage of the fungus in fragments of 
hair from three cases of human and one case of bovin 
infection, and parallel sowings were made from pure qi- 
tures of T. discoides previously isolated from the fow 
morbid specimens. These 64 samples were incubated at 2 
C. for four weeks, the humidity of the soil being maintained 
by regular additions of sterilized distilled water. After on 
week an initial growth, represented by a few short mycelial 
filaments, was demonstrable from all the sowings, but m 
further development occurred except on the mole-hill and 
chicken-run soils and the cow dung. On the chicken-m 
soil the ultimate growth from all sowings was poor am 
glabrous, and microscopically showed no conidial form but 
only a few chlamydospores. On the cow dung a heaped 
waxy, brownish growth developed from all sowings, and 
two weeks later small white powdery areas appeared on th 
glabrous surface of the colonies. Microscopical examin 
tion of aerial mycelium from these areas showed abundant 
production of microconidia; in the glabrous part of the 
colony chlamydospores were found, but no conidia. On th 
mole-hill soil the three strains from infected human hair 
yielded growths resembling those formed on the hentm 
soil and did not form conidia, but the strain from the cow 
developed a colony with a white duvet, which on mic 
scopical examination showed numerous microconidia and 
some macroconidia. 

Discussion 

The observations detailed above show that infectir 
material containing the parasitic spores of T. discoide 
from ringworm on cattle, may be deposited on scratching 
posts or other woodwork against which the animals mj 
rub, and on the ground beneath. As the parasitic spom 
may remain viable in storage under laboratory condition 
at room temperature for 15 months and longer, it may & 
assumed that similar spores deposited on posts or w 
and protected in cracks or fissures from sunlight and other 
inimical agencies would have a correspondingly long # 
vival period. From such situations man and s 
animals may be infected. 

The capacity of the fungus to vegetate on certain i 
of soil and on cow dung, and to develop a conidial fom, 
affords another possible mechanism of the infection, ® 
which the infecting form is the conidium of the sap 
































































TRICHOPHYTON DISCOIDES 


1431 


BririsH 
MEDICAL JOURNAL 





Dec. 10, 1955 
i — 

wth developing on soil or another suitable substratum 
from deposited parasitic spores. Soils contaminated with 
bird and animal droppings have been found to provide a 
natural habitat of Histoplasma capsulatum (Emmons, 1949 ; 
Ajello and Zeidberg, 1951), and it seems possible that in the 
present study the better results obtained in culture on cow 
dung, mole-hill soil, and chicken-run soil may have been 
due to the presence of animal excreta. 


Summary 

Hairs infected with Trichophyton discoides have been 
found on a scratching-post used by cattle infected with 
ringworm. 

The parasitic spores of T. discoides in hair have been 
shown to survive for 15 months or longer when stored 
in the laboratory at room temperature. 

T. discoides has been found to grow on sterilized soil 
and cow dung inoculated with infected hairs or with 
active cultures and incubated at 26° C. On the cow 
dung and one of the soil samples a conidial form of the 
fungus developed. ; 

It is tentatively concluded that under natural con- 
ditions infection may occur either by parasitic spores of 
the fungus that have survived in inanimate material or 
by conidia formed as the result-of saprophytic growth in 
soil and animal droppings. 

Acknowledgment is made to Dr. J. Martin Beare and Dr. I. 
Martin-Scott, through whom the farm specimens were obtained. 
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A Standard Cystoscope and Biopsy Forceps 


While no attempt should be made to curb individual ideas 
for the improvement of cystoscopic equipment it has long 
been evident that the standardization of as many parts as 
possible will make for economy, for simplicity of manu- 
facture, and, more especially, for the ready interchange 
during use of one instrument for another. In the instruments 
here briefly described the systems of irrigation, of lighting, 
and of locking the various components in the sheath have 
been standardized. 
CySTOSCOPE (Fic. 1) 

Irrigation is from a reservoir through a single large-bore 
three-way stopcock which gives a good inflow and outflow. 
A clean bladder can be inspected during and after gravity 
filling ; a dirty one can be washed out through a faucet by 
a syringe whose nozzle fits it internally or by an evacuator 
which fits it externally. Once the telescope is in position 
further filling and emptying can be done without removing 
it. 

The terminal for the lighting flex, which is sparkproof 
to comply with modern requirements, is always directly 
Opposite the irrigating cock. Both are fixed to a rotating 
collar and can remain in position without the irrigating tubes 
and cord becoming entangled whilst the cystoscope is freely 
turned through 360 degrees in either direction. 

The obturator, telescope, or faucet can be securely locked 
in position and easily unlocked by aligning two short vertical 
Posts which indicate the upper side of the sheath and the 
component. 

The set (Fig. 1) includes two sheaths, a circular one of 
size 42 Bé (21 Ch) and an oval one of 48 Bé (24 Ch). The 
same obturator, telescopes, irrigating stopcock, and faucets 
are used for each, and both have the same type of lamp of 





high efficiency with a festoon filament giving considerably 
more light than the usual cystoscopic bulb. The large-field 
examination telescope with an angle of view of 76 degrees 
in water covers a field of approximately 14 in. (3.8 cm.) 
diameter at a distance of 1 in. (2.5 cm.). To obviate the 
need for a loose fin (which sometimes falls out) two more 
telescopes are provided—one with a double and 
one with a_ single catheterizing attachment. Each 
has an angle of view in water of 50 degrees and covers a 
field of approximately 1 in. (2.5 cm.) diameter at 1 in. 
(2.5 cm.) distance. The double catheterizing attachment 
admits two No. 12 Bé catheters through either sheath ; the 
single attachment admits a No. 16 Bé electrode through the 
small sheath;or a No. 20 or operating scissors, etc., through 
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Fic. 2 


the large sheath. The maximum working distance has been 
allowed between the eyepiece and the catheter spouts. The 
arrangement of the prism allows full inspection of the 
posterior urethra if the water inlet is kept open during 
examination. 

The cystoscope is supplied in a perforated metal box, in 
which it can be boiled, or in a mahogany case. 

For diagnostic cystoscopy a smaller version of the examin- 
ation instrument has been made of size 36 Bé (18 Ch); it is 
useful for out-patient work under local analgesia. 


Cystoscopic Biopsy Forceps (Fic. 2) 

This makes use of the same irrigating stopcock and faucet 
as the cystoscope. The lamp terminal is connected to the 
telescope by a forked clip, and if the cystoscopic lead is 
used the current must first be lowered, as the lamp is smaller. 
The field of vision of the telescope has a fore-oblique inclina- 
tion of about 70 degrees from the horizontal to give a better 
view of the jaws; the telescope can be rotated through 
60 degrees to allow a growth to be inspected before the jaws 
are brought into position. 
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This instrument is most useful for growths on the dome 
or lateral walls of the bladder which cannot easily be reached 
with the McCarthy telescope of Lowsley’s biopsy forceps. 
Its main advantage, however, lies in the generous inlet for 
irrigation which enables a second or third bite to be taken 
if the first is unsatisfactory. 

Both instruments can be sterilized by boiling with suitable 
precautions—that is, if put into tepid water first and allowed 
to cool before use. All the fittings are interchangeable, and 
can also be used on the G.U. single-handed resectoscope and 
the new G.U. panendoscope. 

The instruments have been made for me by the Genito- 
Urinary Mfg. Co., Ltd., to whom I am greatly indebted. 
The cystoscope, which has been in use for over three years, 
is the work of the late Mr. R. Schranz ; the optical systems 
and the completion of the biopsy forceps, which have been 
used for more than two years, are the work of Mr. A. E. 
Bean. 

It is hoped to introduce the same standard fittings into 
other cystoscopic instruments in the course of time. No 
patent rights have been claimed by the makers, so there 
should be no great obstacle to standardization, at least 
among British firms. 


ADDENDUM.—The only major alteration made in the cysto- 
scope during its extended trial period has been the substitu- 
tion of a larger stopcock, allowing a bigger irrigating flow. 
The makers will be pleased to fit the larger stopcock gratis 
to instruthents purchased before its introduction. 


E. W. Ricues, M.C., M.S., F.R.CS., 


Surgeon and Urologist, the Middlesex Hospital. 


Interphalangeal Fusion following Frost-bite 


Cutaneous and osseous syndactyly is a well-recognized con- 
genital deformity. As an acquired lesion it occurs only as a 
result of sepsis. The following case is worth recording 
because of the hardship under which the lesion was acquired 
and the unusual radiographic appearance. 


Case REPORT 

In August, 1942, a boy of 13 was taken prisoner by the 
Nazis and sent to a concentration camp, where he was 
permitted to work as a gardener until October, 1944. This 
position enabled him to maintain a state of nourishment 
of sorts, although his diet lacked protein. He had three 
attacks of dysentery and one of infective hepatitis during 
this time. 

In October, 1944, he was moved to the notorious 
Auschwitz Camp in Poland, where he worked in a coal- 
mine on a meagre diet consisting chiefly of bread and soup. 

In January, 1945, while suffering from a severe attack of 
sinusitis, he was forced to march for two days in intense 
cold. His socks were pieces of cloth draped around his 
feet, and, although he had shoes, they were not waterproof. 
The wire he used as shoe-laces abraded his feet. At the 
end of the march he and about a hundred others were 
herded into a coal-truck tn which they spent eight days and 
nights with temperatures reaching 14° F. (—10° C.). He 
was too ill to eat much on account of sinusitis, and fluids 
were restricted to melted snow and water from the engine. 
One morning he awoke to find that he had lost both his 
shoes during the night, and that his feet were anaesthetic. 
He rubbed them with snow, but within a few days his feet 
were black. On jumping from the truck he believes he 
fractured his left great toe, and he then had to walk a mile 
with only cloth round his feet. At the end of this journey, 
on account of his abilities as an interpreter, he had the 
good fortune to be sent to a prison hospital, where he 
obtained some ichthyol lotion, which he applied on a cloth 
bandage to his feet with old rolls of film. Each foot 
became a granulating mass, and sequestra were repeatedly 
discharged. 

Owing to the kindness of a French doctor, Dr. Lumiére, 
he obtained extra nourishment in the form of occasional 
eggs, but, despite this, lost some 20 kg. in weight. This 
state of affairs continued until April, 1945, when the Ger- 








mans withdrew, and he was enabled to have a goog diet 
and to obtain suitable dressings. 

He first came under the care of the Manchester 
Infirmary in October, 1945, when all the toes of the 5 
foot were found to be fused in one mass. A large grany. 
lating area was present on their dorsum. The dorsalis 
pulse was not palpable. The left foot had healed With g 
foreshortened great toe and fusion of the fourth and fifth 
toes (Fig. 1). 

The right foot eventually healed, and an attempt was 
made in November, 1946, to divide down the two 
bridges in the space between the first and second and the 
third and fourth toes of the right foot. This procedure Was 
partially successful and a little separate movement Of the 
individual segments is now possible. 

The present appearance of his feet is best shown by the 
photographs below (Fig. 2). 


















































Fic. 1.—Radiological appearances in October, 1946, showing 
complete interphalangeal -_ fusion of the toes of the right 
oot. 





































Fic. 2.—The present condition of the feet. 





With suitable shoes and with regular chiropody he walb 
surprising well, and makes little of his disability. His om 
experiences and the suffering he has witnessed no doubt 
stimulated his interest in medicine, and he is now trainilg 
as a medical student. We wish him every success. 








_I thank Sir Harry Platt for permission to publish this ax 
ra J. KENNETH Wricat, F.R.CS 
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MODERN SURGERY 

Modern Operative Surgery. Edited by the late G. Grey 

Turner, LL.D., D.Ch., M.S., F.R.C.S., F.R.A.C.S., F.A.CS., 

and Lambert Charles Rogers, V.R.D., M.Sc., M.D., F.R.C.S., 

F.R.C.S.Ed., F.R.A.C.S., F.A.C.S. Foreword by Sir Gordon 

Gordon-Taylor, K.B.E., C.B., M.A., LL.D., Sc.D., M.D., 

M.S. F.R.C.S., F.R.C.S.Ed. F.R.C.S1., F.R.A.CS., 

F.A.C.S. 4th edition, Volume I. (Pp. 1,229+-xx; illustrated. 

70s.) London: Cassell and Company Ltd. 1955. 

Surgeons everywhere will welcome this fourth edition of 
Modern Operative Surgery, of which the first edition, edited 
by the late H. W. Carson, appeared in 1924. The second 
and third editions, issued in 1934 and 1943 respectively, 
were edited by the late G. Grey Turner, who was in pro- 
cess of preparing the present edition at the time of his 
lamented death. His mantle has fallen on to the shoulders 
of Professor Lambert Rogers, who is to be congratulated 
on the efficient way in which he has performed his arduous 
task. 

An appropriate dedication is made to the late editor, 
“a great high priest and leader of British surgery.” An 
eloquent foreword by the doyen of British surgery, Sir 
Gordon Gordon-Taylor, sends the book forward to an 
assured success. 

The list of contributors is imposing and blended in 
excellent proportion between older masters in surgery and 
experienced younger men. It is good that Grey Turner was 
himself able to bring up to date the articles on abdominal 
injuries and diseases of the intestines, liver, and spleen, 
for his writings were the fruit of ripe experience and wise 
judgment. Needless to say, the chapters on the principles 
of treatment of malignant disease and on operations on the 
breast are authoritative, since they are written by Sampson 
Handley. 

In the chapter dealing with amputations Gordon-Taylor 
has been assisted by A. W. J. Craft and Roland Jones, 
but there is no mistaking the parts which were written by 
the senior of the group. Who but Gordon-Taylor could 
have written the “ten commandments” to be obeyed by the 
surgeon who would undertake an amputation? Who but 
he could have written the characteristic warning: “ To-day 
the Law Courts beckon meretriciously to the amputee with 
the blessed or cursed word—compensation”? Everyone 
will naturally turn to the excellent account of the “ hind- 
quarter” amputation given in this same chapter and written 
by the world authority on that operation. 

Thoracic, cardiac, and orthopaedic surgery have made 
great advances during the past 12 years, and these subjects 
have wisely and necessarily been dealt with by surgeons who 
have had special experience of them. Oswald Tubbs writes 
on thoracic surgery, George Mason on the surgery of the 
heart and great vessels, and Jackson Burrows on ortho- 
paedic surgery; all three write clearly and concisely. In 
dealing with the surgery of the stomach and duodenum 
Norman Tanner has managed to perform the remarkable 
feat of compressing a readable and up-to-date account within 
the short space of 90 pages. Professor Lambert Rogers has 
himself contributed an excellent account of operations upon 
the spinal cord. 

The publication of a large book takes much time, and it is 
inevitable that advances made during publication cannot be 
included. Thus it is that we found only a short reference to 
the excision of abdominal and thoracic aneurysms and the 
grafting of arteries ; this will no doubt be remedied in the 
next edition; in some of the older sections of the book a 
little more pruning might also be considered advisable. The 
book is excellently produced, and, though weighty, can be 
easily handled. It will be needed by every practising surgeon. 

ZACHARY COPE. 


CARDIAC NEUROSIS 


Cardiac Symptoms in the Neuroses. By Doris M. Baker, 

M.D., F.R.C.P. Second edition. (Pp. 50+-viii; illustrated. 

6s. 6d.) London: H. K. Lewis and Co. Ltd. 1955. 
To Dr. Doris Baker is due much of the credit for the true 
clinical delineation and understanding of left mammary 
pain, sighing breathing, and palpitation as a symptom- 
complex of cardiac neurosis. In this second edition of her 
study on cardiac symptoms in the neuroses she has added 
the common complaint of exhaustion, and some new refer- 
ences have been introduced. Since disorders of this kind 
exist among at least half of all patients seeking advice con- 
cerning the heart, it may fairly be claimed that within the 
covers of this slim volume there is as much important 
information as in many a longer volume on the cardio- 
pathies. Only by a full understanding of the symptoms here 
discussed may a confident diagnosis of a healthy heart be 
made in the face of apparently convincing and often dis- 
tressing complaints. 

Dr. Baker shows statistically from her large series of 
followed-up out-patients that anyone complaining of left 
inframammary pain was more (not less) likely to have a 
healthy heart. The clinical descriptions of sighing breathing 
and palpitation are equally illuminating. Statistical analysis 
of patients complaining primarily of palpitation showed that 
about half were found to be healthy; the remaining half 
had thyrotoxicosis or hypertension or paroxysmal tachy- 
cardia in roughly equal proportions. While references may 
be found to these symptoms and their significance in many 
textbooks of cardiology, they are commonly dispersed ; but 
it is by their coexistence and their recognition as an inter- 
related group that their true meaning is appreciated. 
Students of symptomatology (and not only undergraduate 
students) are likely to find much that will be of permanent 
value fo them in these pages. 

K. Suiecey SMITH. 


STATISTICS OF THERAPEUTIC TRIALS 


Statistics of Therapeutic Trials. By G. Herdan, M.Sc., Ph.D., 

LL.D, (Pp. 367+xvi. 50s.) Amsterdam, Houston, New 

York, London: Elsevier Publishing Co. (Distributed in 

London by Cleaver-Hume Press Ltd.) 1955. 

Within the last few years the controlled trial for the assess- 
ment of a therapeutic or prophylactic measure has become 
established as an indispensable tool of clinical research. 
Dr. Herdan has sét out, for clinicians, fundamental principles 
and methods for the planning and analysis’ of the results of 
therapeutic trials. Appropriate designs and clinical criteria 
by which to judge any therapeutic effect are discussed for 
acute and chronic diseases-separately. The necessary statis- 
tical techniques are introduced in their context. There are 
special sections on specific diseases such as poliomyelitis, 
scarlet fever, cancer, and diabetes. 

As a guide for the clinician this book must be judged dis- 
appointing. Apart from a tendency to oversimplify medical 
situations, exemplified by the dichotomy of diseases into 
acute and chronic, the book has numerous statistical short- 
comings. A lack of balance shows itself in such ways as 
the author’s advocacy of alternate allocation of cases to 
treated and control groups to the virtual exclusion of other 
methods, and the devoting of eleven pages to electrophoresis 
of serum proteins and only half a page to the ethics of con- 
trolled trials. There are careless statements like “ the 
coefficient of contingency . . . is a correlation coefficient,” 
and misapplications of statistical techniques, as on page 200, 
where a test, described as valid only for observations which 
are independent of one another, is used on serial observa- 
tions on the same patients. In his frequent attempts to 
specify in advance the approaches and the clinical criteria 
to be adopted in evaluating a hypothetical new drug, the 
author, presumably unintentionally, conveys the impression 
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that the statistician and the clinician are each to be encour- 
aged to plan trials without reference to the other. Close 
co-operation between clinician and statistician at all stages 
appears to be stressed nowhere in the book, yet it is almost 
a prerequisite of a successful clinical trial. 

IAN SUTHERLAND. 


PSYCHOSOMATIC HOLDALL 


Emotions and Bodily Changes: A Survey of Literature on 
Psychosomatic Interrelationships 1910-1953. By Flanders 
Dunbar, M.D., Med.Sc.D., Ph.D. Fourth edition. (Pp. 1,192 
+xxii. £6.) New York: Columbia University Press. 
London: Oxford University Press. 1954. 
This book is described as a survey of the literature on 
psychosomatic interrelationships. It was first published in 
1935, when psychological factors in the causation of phy- 
sical symptoms, of disorders of physical function, and of 
physical disease were receiving considerable attention. It 
was a useful guide to a growing literature, although even 
then it suffered from those disorders that afflict the subjects 
of inordinate appetite—lack of discrimination, imperfect 
assimilation, and obesity. Yet the author's belief that the 
emotions could initiate organic disease and that analytical 
procedures could bring physical relief gave the book both 
coherence and unity. In the intervening twenty years there 
has been a shift of interest in aetiology, in diagnosis, and 
in treatment of psychosomatic disorders, so that the in- 
clusion of such subjects as entropy, “ feed-back,” A.C.T.H., 
virus electrical potential, narcosynthesis, and other strange 
doctrines now makes for confusion. The 5,000 counsellors 
(whose references occupy 263 pages; is this a record ?) 
often provide contradictory opinions, and it is easy to 
understand that Dr. Dunbar found, as she writes, that the 
preparation of this volume was more difficult than the 
making of the previous editions. What intelligence, industry, 
and experience can do she has done, but the task was 
impossible. The failure to achieve any synthesis is well 
seen in the chapters on the endocrines and on metabolism 
and heat regulation. Two quotations will illustrate, but 
not illuminate, the chaos: 


“Where a psychosomatic equilibrium has been replaced 
by a precarious neurotic-somatic equilibrium, the use of 
A.C.T.H. or cortisone is likely to produce a rapid surge 
in that equilibrium in a direction opposite to that already 
endangered ”’; 

and 

“ By way of summary it may be said that during the 
last ten years much knowledge has beeh gained about (1) 
the possibilities of manipulating the endocrine-hormonal 
system ; (2) equilibrating forces in blood chemistry ; (3) 
the amplification of all types of bivelectric potentials ; 
and (4) the psychic as well as the somatic factors which 
determine what C, Bernard called the milieu intérieur and 
its balance in relation to the milieu extérieur.” 

The physician and family doctor who require, let us say, 
a judicial survey of the influence of psychogenic, environ- 
mental, and constitutional factors in such disorders as 
cardiospasm, nocturnal enuresis, peptic ulceration, and 
ulcerative colitis will not find it here. The psychiatrist may 
pick up an idea of value here and there, but he will work 


hard to do so. 
D. V: HUBBLE. 


FLUID THERAPY 
Fluid and Electrolytes in Practice. By Harry Statland, M.D. 
p. 206+xiii. 35s.) London: Pitman Medical Publishing 
ompany. 1955. 


Clinical Disorders of H nets and Acid-Base Equilibrium. 
By Louis G. Welt, M.D. (Pp. 262+xiv. 42s.) London: 
J. and A. Churchill Ltd. 1955. 

Dr. Statland’s book is written as an introduction to the 

problems of water and electrolyte balance. It is in two 

parts : the first on the general principles, and the second on 
their application to special conditions. Throughout his 


approach is a clinical one. He outlines the elementary Prin- 
ciples very clearly and describes well the important distur. 
bances resulting from depletion of water and salt. The 

is not so helpful on problems such as potassium depletion - 
and any clinical discussion of magnesium depletion must at 
present be so speculative that it does not seem justifiable tp 
include it in an introductory work. The risks of over-hydra. 
tion with dilute solutions are hardly stressed enough. The 
second part of the book—a brief description of the distur. 
bances which may be encountered in various diseases 
inevitably repeats much that is in the first part. The refer. 
ences are well chosen. 

Dr. Welt adopts a different and more fundamental 
approach. He first reviews the physiological mechanisms 
regulating the ionic composition of the body, and this 
includes a survey of the role of the kidney ; he then deals 
with the pathological mechanisms that may change the 
body’s composition. He has avoided a separate description 
of the disturbances found in different diseases, but he makes 
good use of detailed histories to illustrate his points 
Unfortunately his account of the theoretical aspects is not 
easy to follow. There are over 400 references, many of 
them to recent papers ; but the book does not provide the 
guidance that the uninitiated reader will be looking for, 

P. Fourman, 


HANDBOOK OF TREATMENT 


Handbook of Treatment. By Harold Thomas Hyman, M.D, 
Pp. sites: 64s.) Philadelphia and Montreal: J. B. 
ippincott Company. London: Pitman Medical Publishing 
Co. Ltd. 1955. 
There are many fine American textbooks of therapeutics. 
Most of them are superbly produced’ and contain much 
valuable, wise, and up-to-date information. For British 
readers the only drawback is their high price and the un- 
familiar names of a few of the drugs mentioned. Some of 
these works are large volumes written by numerous contri- 
butors, describing in detail not only the actual treatment but 
the principles and reasons which govern it ; others are more 
empirical, designed for emergency use by the busy prac- 
titioner, and contain tabulated information usually given in 
the imperative mood. This volume belongs to the latter 
category, but it is not a good book. The text is interlarded 
in the most inconsequent way with heavy type, which gives 
it an unattractive appearance. The diseases are arranged in 
alphabetical order, and treatment is described under the 
headings of immediate care, continuing care (favourable 
course), and continuing care (unfavourable course). The 
result is an unhappy muddle. Throughout the book the 
English language is hideously mauled and tortured, and it is 
often turgid—for example, “ Just as clinicians were becom- 
ing increasingly aware of the superior anti-infective pro- 
perties and lesser toxic threat of penicillin, relative to the 
sulfonamides, a trio of orally acceptable broad spectrum 
preparations became available to supplement, rather than to 
challenge, the extraordinary capacities of Fleming’s monu- 
mental contribution to the healing arts.” The author seldom 
uses a simple medical term where an abstruse or complex 
expression can be coined—for example, hemotropic viremias, 
richettsioses, macrogenitosomia precox, klebsiellosis, anor- 
exigenic agents, and so forth. All this would perhaps not 
matter so much if the treatment advised was invariably 
sound, but errors of omission and commission are numerous. 
D. M. DUNLOP. 





Volume 71 of the Transactions of the Medical Society of 
London, which has recently been published, includes the text of 
Professor Charles Singer’s Lloyd Roberts Lecture on “How 
Medicine became Anatomical,” the substance of which was 
published in the British Medical Journal, December 25, 1954, 
p. 1499. The volume also contains other papers and discussions 
at meetings of the Society during the session 1954-5. It may 
be obtained from the Society at 11, Chandos Street, London, W.1, 
price 20s 
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SULPHONAMIDE COMPOUNDS FOR 
DIABETES 


In 1941 M. Janbon and his colleagues’ noted that 
a sulphonamide derivative, p-amino-sulphonamido- 
isopropyl-thiodiazole, lowered the blood sugar in 
man. Other workers confirmed the hypoglycaemic 
activity of this and related sulphonamide derivatives 
in the intact dog and rabbit,?~"* and A. Loubatiéres® 
and D. Bovet and P. Dubost® showed that many 
of the p-amino-sulphonamido-alkyl-thiodiazoles pos- 
sessed the same property, the butyl, isobutyl, and 
amyl derivatives lowering the blood sugar even more 
than the isopropyl derivative. These compounds 
exerted this effect whether given by mouth or by 
injection. When p-amino-sulphonamido-cyclopropyl- 
thiodiazole was given by mouth to normal rabbits at 
a dose of 1-2 g. per kg. of body weight, the blood 
sugar fell to as low as 48 mg. per 100 ml. for 3-12 
hours after administration. Hypoglycaemic con- 
vulsions reminiscent of those produced by insulin 
have occurred in dogs? and rabbits’ treated with 
these compounds, and these can be prevented by the 
administration of glucose.’ 

More recently there have been reports that another 
sulphonamide derivative, sulphanilyl-n-butyl urea, 
causes hypoglycaemia in rabbits and in healthy 
people.* * '° J. Achelis and K. Hardebeck* found the 
threshold dose of this compound for hypoglycaemic 
activity in man to be 1--2 g., given orally or intraven- 
ously. The LDS50O dose (in mice) was 2.5 g. per kg. 
of body weight subcutaneously or 11.5 g. per kg. of 
body weight orally. Signs of chronic toxicity (loss 
of weight) were seen in rats at oral doses of 0.5-i g. 
per kg. of body weight. 





vsaigea av ga gage P., and Metropolitanski, J. H., Montpellier méd., 
; Loubatiéres, A., C.R. Soc. Biol. (Paris), 1944, 138, 766. 

i: — ibid., i944, 1 138, 830. 

‘ —_ Arch. int. Physiol., 1946, 54, 174. 

5 Bovet, D., and Dubost, | a C.R. Soc. Biol. ca 1944, 138, 7 

* Chen, KK. ggnderson, R-C., and Maze, N OP Free, Soc'ese Bat (N.Y), 


1946, 
* Hal, c., he L., Kroner, B., and Kuhnau, J., Naturwissenschaften, 1954, 


W Achdlis, WI and Hardebeck, K., Dtsch. my Sa. 1955, 80, 1452. 
w*branke, H., and Fuchs, J., ibid., 1955, 80 
" Bertram, F., Bendfeldt, E., and Otto, H., ibid, 1955, 80, 1455. 

Holt, Cc. 3 Hole ; Hz, Kroner, B., and Kuhnau, J., Arch. exp. Path. Pharmak., 


5, 
1a Kenny, A. J., J. clin. Endocr., 1955, 18, 1089. 
Wrenshall, G. A., Bogoch, A., and Ritchie, R. C., Diabetes Abstr., 1952, 1, 


“ bien S. S., Goldner, M. G., and Volk, B. W., Metabolism, 1953, 2, 513. 


H. Franke and J. Fuchs’ and Bertram and his col- 
leagues’’ have investigated the action of sulphanilyl- 
n-butyl-urea in human diabetic patients. Franke and 
Fuchs claim that it lowered the blood sugar and 
reduced glycosuria in diabetics who were not 
having treatment with insulin, and that it could 
replace insulin partly or completely in diabetics 
already receiving insulin. Bertram and his colleagues 
administered the compound to 82 patients with 
diabetes of differing severity and duration. The usual 
daily dose was 1 g. by mouth. Young diabetics and 
patients with mild acidosis did not respond to this or 
higher doses. Of 28 older diabetics (aged 49 to 77), 
either previously untreated or inadequately treated, 
25 improved under treatment with the sulphonamide 
derivative, the blood sugar decreasing rapidly to levels 
below 150 mg. per 100 ml. In several of these cases 
the drug was discontinued after ten days, and, pro- 
vided the diet was controlled, no relapses occurred 
during the next three months. Thirty-eight patients, 
aged 41 to 77, had previously been treated with 
insulin, and 28 were able to discontinue insulin after 
treatment with the sulphonamide derivative was 
instituted. No undesirable side-effects were seen. 
The means by which these chemical compounds 
lower the blood sugar is not certain. Loubatiéres 
noted that p-amino-sulphonamido-isopropyl-thio- 
diazole had this effect in normal and in partially 
depancreatized dogs but not in totally depancreatized 
dogs, and concluded that the drug caused hypogly- 
caemia by stimulating insulin secretion.? * K. K. Chen 
and his colleagues* obtained further evidence in 
support of this theory by their finding that p-amino- 
sulphonamido-cyclopropyl-thiodiazole had no hypo- 
glycaemic action in the alloxan-diabetic rabbit. 
C. Holt and his co-workers’ '' have recently reported 
that p-amino-sulphonamido-isopropyl-thiodiazole pro- 
duces in rabbits severe degenerative changes in the 
a cells of the islets of Langerhans. They claim that 
rabbits to which the compound has been given no 
longer develop hyperglycaemia after treatment with 
alloxan even though the £ cells of the pancreatic islets 
are largely destroyed, and that the hyperglycaemia of 
alloxan-diabetic rabbits can be reduced or abolished 
by treatment with the sulphonamide derivative. The 
pancreas in animals treated with alloxan and p-amino- 
sulphonamido-isopropyl-thiodiazole was found to be 
almost devoid of islet tissue, yet the blood-sugar 
level was normal. Holt et al. conclude that glucagon 
(the hyperglycaemic-glycogenolytic factor of the 
pancreatic @ cells) is an important agent in the 
regulation of the blood-sugar level in normal 
and alloxan-diabetic animals, and that p-amino- 
sulphonamido - isopropyl - thiodiazole ameliorates 
alloxan diabetes and causes hypoglycaemia in normal 
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animals by damaging the a cells of the pancreatic 
islets and so inhibiting glucagon secretion. Franke 
and Fuchs and Bertram and his colleagues accept this 
theory and believe that the antidiabetic activity which 
they claim for sulphanilyl-n-butyl urea in human 
diabetes results from an interference with glucagon 
production by the human pancreatic islets. However, 
glucagon has yet to be shown to play a significant 
part in human diabetes,'* and the antidiabetic activity 
of sulphanilyl-n-butyl urea in the elderly human 
diabetic might equally well result from a stimulation 
of insulin secretion, since the pancreas in diabetics of 
this type has been shown to contain substantial 
amounts of insulin.’* Furthermore, not all research 
workers in this field are convinced that glucagon is 
secreted by the pancreatic a cells or that it plays any 
part in the regulation of the blood-sugar level. 

Whatever the mechanism of the hypoglycaemic 
action of sulphonamide derivatives may be, it is clear 
that further studies are needed to establish that they 
have a place in the treatment of the middle-aged or 
elderly human diabetic, for this group of patients 
usually respond satisfactorily to retriction of diet 
alone. It seems unlikely that these compounds will 
be of use in the treatment of young diabetics. 


— a 








FLUOROSIS 

Absorption of fluorine compounds causes chronic 
poisoning. Fluorides affect the bones and ligaments, 
and if absorbed during calcification of the teeth they 
affect them also. The degree to which these structures 
are affected and the rate at which changes 
develop depend on the concentration of the fluorine 
compounds ingested. This condition, known as 
fluorosis, may occur as an endemic disease in parts 
of the world where the water supply contains more 
than one part per million of fluoride, and as an 
occupational disease among workmen in certain 
industries in which fluorine compounds are used. 

The effect on the teeth was first described in 1916 
by G. V. Black and F. S. McKay,' who observed the 
condition among inhabitants of certain districts in 
Colorado and gave it the name “mottled teeth.” 
In 1931 H. V. Churchill? reported the results of 
determination of fluorine as fluoride in water by 
spectrographic examination, and suggested that the 
condition described by Black and McKay for parts of 
the U.S.A., and subsequently observed to occur in 
many other parts of the world, might be due to the 
presence of fluorine in the drinking water. In his 
investigations Churchill found that the concentration 
of fluorides in water from different localities varied 
from 2 to 13 parts per million and that the degree 
of mottling varied with the concentration of fluorides, 


no mottling being observed when drinking water cop. 
tained 1 part per million of fluoride or less. 

In Maldon, Essex, N. J. Ainsworth* and J. 9 
Bowes and M. M. Murray® found mottled teeth jp 
90% of the children. The water contained 45-55 
parts per million fluoride. Other parts of England 
in which the condition occurs include Somerset, 
Cornwall, Gloucestershire, Buckinghamshire, Cum. 
berland, and Durham. Grey and chalk-white patches 
of varying size are scattered over the surface of the 
permanent teeth, and all teeth are affected. The 
condition is often more noticeable in the incisors and 
canines, because a pigment varying in colour from 
light brown to black is deposited on the areas of 
defective enamel. Mottling of the teeth is the first 
sign of chronic fluorine poisoning, and its presence ip 
a community calls for an investigation into the 
sources of the fluorine. It is seen rarely in deciduous 
teeth, and in permanent teeth only when absorption 
of fluorides has occurred before calcification of the 
teeth is completed. Therefore persons over the age 
of 9 years who go to live in an area where fluorosis 
is endemic will not develop mottled teeth, nor will 
adults at risk of absorbing fluorine compounds as a 
result of their job. In these cases fluorosis affects the 
skeleton, but the children of mothers who work in 
the cryolite-crushing industry during pregnancy or 
suckling may develop mottled teeth.° 

Fluorosis of the skeleton results in increased 
density of bones, with formation of osteophytes, and 
calcification of ligaments, tendons, and interosseous 
fasciae. All bones may be affected, but the changes 
are usually greatest in the vertebral column; when 
severe, they cause pain in the back, stiffness, and 
limitation of spinal movements. Radiographs show 
diffuse osteosclerosis, with formation of new bone 
from periosteum and calcification of ligaments. These 
changes are described and illustrated in the paper by 
Dr. A. H. Siddiqui, appearing at p. 1408 of the 
Journal this week, in which he reports investigations 
on endemic fluorosis in Nalgonda District, Hyderabad- 
Deccan. He attributes some of his other findings, 
such as anaemia and abnormalities of the central 
nervous system, to decrease in diameter of the 
medullary cavity and to the effects of pressure on 
nerves from bony ingrowths in the spinal canal, but 
the poor state of nutrition of the populations there 
may have contributed to them at least in part. 


ee 





1 Black, G. V., and McKay, F. S., Dent. Cosm., 1916, 58, 132. 

* Churchill, H. V., J. industr. engng Chem., 1931, 23, 996. 

3 Smith, M. C., Lantz, E. M., and Smith, H. V., J. Amer. dent. Ass., 1935, 
22, 817. 

4 Ainsworth, N. J., Brit. dent. J., 1933, 55, 233. 

5 Bowes, J. H., and Murray, M. M., ibid., 1936, 60, 556. 

* Roholm, K., Fluorine Intoxication, 1937, p. 121, Copenhagen. 

7 Moller, P. F., and Gudjonsson, S. V., Acta radiol. (Stockh.), 1932, 13, 28. 

® Bridge, J. C., Annual Report of the Chief Inspector of Factories for 1939. 
1941, Cmd. 6251, p. 28, H.M.S.O., London. 

® Medical Research Council] Memorandum, Industrial Fluorosis, 1949, No. 22, 
H.M.S.O., London. 
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Fluorosis due to exposure to fluorine compounds 
in industry was described first by P. F. Mller and 
S. V. Gudjonsson.”. They examined radiographs of 
the lungs in a group of workmen crushing cryolite 
(sodium aluminium fluoride), which is used in the 
manufacture of aluminium. Silicosis was found in a 
number of cases, but the striking finding in 30 of 78 
subjects examined was the increased density of bone 
and lack of sharp contours due to osteosclerosis, 
formation of new bone, and calcification of ligaments. 
Subsequently these changes, which are similar to 
those found in cases of endemic fluorosis, were 
observed in persons working with fluorine compounds 
in other industries, such as the manufacture of steel, 
aluminium, and certain alloys, and in the manufacture 
of superphosphate from phosphate rock containing a 
high percentage of fluoride. J. C. Bridge* reported 
the first case of fluorosis of the skeleton in England 
in a man who had worked for three years on the 
manufacture of aluminium fluoride. 

Dyspeptic symptoms, including nausea and vomiting, 
have also been described in cases of industrial 
fluorosis, and are attributed to the effect on the gastric 
mucous membrane of the liberation of hydrofluoric 
acid from fluorides accidentally ingested during work 
in dusty conditions. Anaemia has been reported by 
Moller and Gudjonsson, and by a Medical Research 
Council team investigating clinical and environmental 
conditions in factories manufacturing aluminium in 
Scotland’: the occurrence of fluorosis in livestock 
grazing on land in the vicinity of aluminium fac- 
tories led to this investigation. Improvement of condi- 
tions in factories where fluorine compounds are used, 
and control of effluent, will reduce the incidence of 
fluorosis of industrial origin, and it seems that the 
risk of endemic fluorosis exists only where the drink- 
ing water contains more than | part per million of 
fluoride. 








PROHIBITION OR CONTROL ? 


No one can feel happy about the controversy sur- 
rounding the Government’s decision to ban heroin. 
The Minister of Health has been unfairly criticized, 
so has his Medical Advisory Committee; and to 
make the picture more obscure commentators have 
dragged in the white cliffs of Dover and the Fellow- 
ship for Freedom in Medicine. Some of the less con- 
vincing attitudes struck remind one of Mrs. Jellyby in 
Bleak House. The Committee’s advice was that heroin 
is not an indispensable drug, and it would find no diffi- 
culty in getting much support for this view, com- 
municated by the Minister of Health to the Home 
Secretary, who bans the manufacture of heroin. In 





1931 Great Britain successfully opposed such a ban 
because it was considered wrong to deprive the medi- 
cal profession of a drug it desired to use: “On its 
behalf [that is, of the British Government] it was 
urged that support could not be accorded to any 
scheme which did not give to the medical profession 
the opportunity of buying what it needed wherever it 
considered best and in the form dictated by medical 
experience.”’ And it probably opposed it, too, be- 
cause it knew that the only sound way to control 
addiction was to control production and distribution 
in the terms of the Opium Conventions of 1912 and 
1925.2, After the first of these Britain gave effect to 
the obligations involved, and by the Dangerous Drugs 
Acts 1920-1925 set an example in control which few 
other countries followed. 

It is by no means unlikely that prohibition will 
increase addiction, especially as heroin is so easily 
made from opium or morphine. The history of 
prohibition of alcohol in the U.S.A. conveys its own 
warning. To enforce prohibition of heroin just in 
order to bring Britain into line with the other countries 
that have acted on the recommendation of the World 
Health Organization is, we believe, a short-sighted 
policy. First, there is no evidence to suggest that 
heroin manufactured in Britain is used illegally ; so 
prohibition will have no effect on the international 
social problem. Secondly, addicts in the U.S.A. get 
their heroin, we understand, not from legal but from 
illegal manufacture. Thirdly, it is only control of 
the source of opium in terms of legitimate world 
needs that will lead to a satisfactory control of 
addiction to heroin—and to morphine—in those 
countries where this constitutes a grave social prob- 
lem. The main issue is not whether heroin is or is 
not indispensable, but whether it is right for the 
Government to prevent many doctors giving their 
patients a particular drug for the relief of pain, an 
interference with the practice of medicine based on 
the highly doubtful assumption that cessation of 
manufacture in Britain will lessen addiction in other 
countries. 

In the House of Commons on Monday the Minister 
of Health said he would consider bringing out a White 
Paper on the subject. If he does we may hope he will 
show whether there is any evidence of the illicit use 
of heroin manufactured in Britain and what are the 
objections to cessation of export as a way of meet- 
ing assumed international obligations. The Minister 
of Health and the Home Secretary will command 
everyone’s respect if they will, along with others, 
have second thoughts on what Mr. Macleod has 
described as a “ desperately difficult” decision. 


1 British Medical Journal, 1931, 1, 1125. 
2 See British Medical Journal, 1931, 2, 107, 153, 761, 1049 
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GEOGRAPHICAL PATHOLOGY OF CANCER 


In 1939 A. E. Blackburn' wrote, “ In the search for the 
causation of disease the study of geographical pathology 
is of very great importance,” and he made many per- 
tinent suggestions on how the environment might be con- 
cerned in initiating cancers of different organs. Since 
then the statistical method has been used increasingly in 
this field, and has helped to make thinking more precise. 
Some of the results of this work are now gathered into 
an imposing volume?’ recording the transactions of the 
Fifth Conference of the International Society of Geo- 
graphical Pathology, which was briefly reported in our 
columns last year.* The 58 papers, which are printed 
in full, provide a useful survey of knowledge about the 
distribution geographically of cancer of the stomach, 
liver, breast, uterus, and bronchus, and of ideas about 
their aetiology. But, thanks in no small measure to inter- 
national contacts between workers who are interested 
in such researches, the advance is now so fast that by 
the time a report of this magnitude can be published it 
is inevitably out of date in some respects. Oberling 
states the position concisely on p. 439 by saying that, 
“the more our knowledge increases, the more do we 
notice that the factors which intervene in the distribution 
of certain cancers in the different countries are exo- 
genous. It is the carcinogenic agents which count, such 
as sunlight, certain chemical substances, unbalanced or 
deficient food, certain infections, in short, the influences 
which we study in experimental pathology.” This view 
finds confirmation in the report with its statistics show- 
ing high rates for cancer of stomach and oesophagus 
with low rates for cancer of lung in Finland and Ice- 
land, the low rate for cancer of the breast in Japan, the 
variation in accordance with marriage customs of the 
ratio of breast cancer to cancer of the uterine cervix, the 
variation in the incidence of lung cancer in accordance 
with smoking habits, and the distribution of cases of 
primary liver cancer in Africa, Indonesia, and Europe. 
A study of racial factors in the causation of breast cancer 
concludes (p. 762): “ The available documents suggest 
strongly that multiple pregnancies and prolonged breast 
feeding exert a favourable influence on the incidence of 
breast cancer.” Heredity is not neglected in the survey, 
but there may be some doubt whether the mother- 
daughter and sister-sister correlations so often found for 
breast cancer may not arise from fertility patterns and 
social habits common to a family. 

Several papers are on statistical methodology, which 
is welcome because of the help statistics can give in 
elucidating the cancer problem. If Statistics cannot 
“ prove” causation, few who read this compendium of 
papers can doubt that statistical techniques can, if pro- 
perly used, carry us a long way in that direction. In 
view of the great difficulties of obtaining by other 
methods proof of causation of diseases such as cancer 
which take a long time to develop, we may have to 





1 Blackburn, A. E., Cancer: Causation, Prevention and Treatment, 1939, 


London. 
® Schweiz. Z. allg. Path. Bakt., 1955, 18, 382. 
® British Medical Journal, October 23, 1954, p. 981. 
* Russ, S., Cancer; Where We Stand, 1950, London. 


agree with S. Russ,* who wrote in 1950: “ It is of great 
practical importance to know something about the 
apparent causes of cancer, for by adopting safeguards 
their potential action can be eliminated and thus at any 
rate one may do something to stop the beginnings of 
some varieties of cancer.” ’ 





RAISED INTRACRANIAL PRESSURE OF 
OBSCURE AETIOLOGY 


The existence of a group of cases of raised intracranial 
pressure in the absence of an intracranial morbid swelj. 
ing or internal hydrocephalus has been recognized since 
the end of last century. With the aid of ventriculography 
it has become possible to diagnose them accurately, but 
the aetiology of the condition often remains obscure, 
The common symptoms are headache, visual failure, 
and diplopia, and the only physical signs papilloedema 
and abducens paralysis; the cerebrospinal fluid js 
normal, and ventriculography reveals an undeformed 
and undisplaced ventricular system with no hydro- 
cephalus. After weeks or months the symptoms and 
signs disappear spontaneously, except perhaps for a 
residual visual defect. 

J. Foley' has recently reviewed the literature on these 
cases and presented an analysis of a large personal series, 
The patients fall into two groups. In the first are those 
cases misnamed otitic hydrocephalus (since hydro- 
cephalus is not present), in which thrombosis of the 
major lateral sinus secondary to an infection in the 
middle ear would appear to be the common cause of the 
raised intracranial pressure. The literature provides no 
evidence that a defect in the absorption of cerebrospinal 
fluid secondary to a mural thrombophlebitis in the 
superior sagittal sinus plays the part with which it has 
often been credited in these cases. The second group 
of cases contains those in which otitic infection is absent, 
and, indeed, there is often no history of any preceding 
infection. Many aetiological hypotheses have been put 
forward, with little evidence to support any of them. 
In particular there is no evidence of thrombosis of 
intracranial sinuses, and the absence of hydrocephalus 
Suggests that excessive production of cerebrospinal fluid 
is not responsible for the increased pressure found at 
lumbar manometry. 

The sixty personal cases reported by Foley fall into 
three groups. The first is of otitic cases in which throm- 
bosis of a major lateral sinus is the probable cause of 
the raised pressure (13 cases). The second is of those 
cases in which the condition follows an infection or mild 
head injury (16 cases). Purdon Martin has recently dis- 
cussed such post-traumatic cases, and suggests that 
thrombosis of the superior sagittal sinus is the cause of 
the raised intracranial pressure.? In both these first two 
groups the sexes were equally affected. The third and 
largest group (31 cases) is of those cases with no history 
of injury or infection; the condition was almost com 
fined to women and occurred at a later age than in the 
other groups, the maximum incidence being in the fourth 


1 Foley, J., Brain, 1955, 78, 1. 
2 Martin, J. P., British Medical Journal, 1955, 2, 467. 
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decade. Many of the patients in this group are obese, 
and the disease may be associated with pregnancy and 
menstrual disturbances, but the significance of such 
relationships is obscure. 

The recognition of these cases is important, because 
severe visual loss may result if intracranial pressure 
remains raised. Posture, dehydration, and repeated 
lumbar drainage of cerebrospinal fluid will often be 
sufficient treatment, but at times unilateral or bilateral 
subtemporal decompression may be necessary to pre- 
serve vision. Further study of such cases along lines 
indicated by Foley may shed light not only on their 
aetiology but on ill-understood factors which influence 
intracranial pressure in the presence of morbid swellings. 


CAST SYNDROME 


The development of vomiting after application of a 
plaster cast, with the death of the patient from gastric 
dilatation, was first described by Willet in 1878. The 
jacket applied in that case was for the correction of 
kyphosis. When the application of casts for fractures 
of the lumbar spine became a routine, now happily less 
firmly adhered to, many more cases were seen. The 
recognition that the disorder was associated with hyper- 
extension and that its progress was dangerous if neg- 
lected has usually led to early removal of the cast and 
rapid recovery. Other disturbances, possibly of sym- 
pathetic origin, may follow the application of a plaster 
cast—for example, the onset of menstruation out of the 
usual cycle. The mechanism of the disturbance is not 
clearly understood ; mild paralytic ileus with vomiting 
and abdominal distension often follows spinal injury, 
and the patient recovers rapidly with rest. Rarely it 
continues long enough to require gastric suction and 
intravenous therapy, which seems to cure all these cases. 
But there is a danger that intra-abdominal injury may be 
confused with post-traumatic paralytic ileus or, as in a 
case recently reported,’ with the cast syndrome. 
Tension in the anterior abdominal wall has been 
blamed for the vomiting, and there is an undoubted 
association between the degree of hyperextension in 
which the spine is placed and the severity of the syn- 
drome. It is interesting that in the first and last cases 
to have been reported hyperextension was used to correct 
a thoraco-lumbar kyphosis. Young adults appear to be 
more susceptible to the development of the condition 
than older people. Few cases now proceed either to 
laparotomy or to a fatal conclusion, and the opportunity 
for intra-abdominal examination is thus rare. In several 
cases acute gastric dilatation has been found extending 
as far in the duodenum as the ligament of Treitz, and 
this suggested that the ligament could be tensed by 
hyperextension and so constrict the duodenum. A case 
recently reported by W. W. Waddell and others’ lends 
support to this theory : a mild cast syndrome developed 
in a 12-year-old girl immediately after the application 
of a jacket for a thoraco-lumbar kyphosis. She re- 
covered from it in three days, but ten days later began 
vomiting again, and this was so severe that the electro- 





1 Waddell, W. W., et al., J. Bone Jt Surg., 1955, 37A, 597. 


lyte balance was gravely disturbed, with convulsions and 
delirium due to alkalosis. Laparotomy to exclude high 
intestinal obstruction showed a distended stomach and 
duodenum and empty gut below. Division of the liga- 
ment of Treitz resulted in some air passing into the 
small bowel, but this may have been due to manipula- 
tion. Post-operative recovery was uneventful. 

If the physiological basis for the gastric dilatation is 
not certain, the lessons are clear. A plaster cast should 
not be applied immediately after spinal injury if there is 
any evidence of abdominal distension and tympanites. 
Hyperextension should be avoided, especially in the 
young—and the risk is greater with the anaesthetized 
patient than with the unanaesthetized. If vomiting occurs 
after a plaster jacket has been applied and does not 
quickly subside on turning the patient over on his face 
and changing his posture from side to side, the plaster 
should be removed. It is worth bearing in mind that 
the syndrome may develop after the plaster cast has been 
in position for some time. 





FAMILY PLANNING ASSOCIATION 


The Family Planning Association was founded twenty- 
five years ago under the presidency of Lord Horder to 
co-ordinate the work of five existing organizations which 
were attempting to provide birth-control clinics. As 
part of the celebrations marking the silver jubilee of 
the association the Minister of Health last week visited 
one of its centres. “ The position you hold to-day,” he 


said, “is one that would have been unthinkable to the 


pioneers of your movement, and, indeed, unthinkable 
only a few short years ago.” 

The work of the association continues to expand. In 
1954 one new clinic was opened every two weeks: there 
are now nearly 200 of them, staffed by 330 doctors, look- 
ing after some 200,000 patients a year. The Minister 
of Health said that most local authorities prefer to use 
the services of the Family Planning Association rather 
than to set up their own clinics, and some of the associa- 
tion’s clinics are held in hospitals, though the Ministry’s 
only direct interest in this work is the advice given to 
married women for whom a further pregnancy might be 
dangerous on medical grounds. The work undertaken at 
the clinics for the National Health Service is one thing, 
but it falls short of the recommendation of the Royal 
Commission on Population’ that the giving of advice 
on birth control to married people who want it “ should 
be accepted as a duty of the National Health Service.” 

The history of the Family Planning Association as a 
voluntary organization follows the usual British pattern 
—the demonstration of a social or medical need 
followed by attempts to meet it, growing public favour, 
and expansion of staff and premises leading to the 
national provision of services. The natural conclusion— 
full official recognition, followed by the assumption of 
the work, or at least financial responsibility for it, by 
the State or by local authorities—does not seem likely 
while birth control remains a subject of controversy. 

Mr. Iain Macleod remarked last week on the existence 


1 Report ee Commission on Population, 1949, H.M.S.O., London, 
para. 536. 
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of a heavy load of ignorance and fear about marriage. 
Helping to solve marital problems and investigating sub- 
fertility now play almost as large a part in the activities 
of the Family Planning Association as giving of advice 
on birth control. The centre established in London for 
the investigation of infertility in males was the first of 
its kind in Britain: almost 20,000 patients have now been 
treated in it. At a conference in London a fortnight 
ago Dr. G. I. M. Swyer said that these clinics were most 
useful in the preliminary investigation of subfertility ; 
the clinic medical officers dealt with simpler problems 
themselves and sorted out those patients who required 
specialist investigation. At the same conference other 
experts described how the Family Planning Association 
clinics could develop their work of giving advice on 
marital problems. Dr. A. G. Thompson, of the Tavistock 
Clinic, said that clinic medical officers were in a unique 
position for helping with such common problems as 
failure to achieve orgasm in women and premature 
ejaculation in men, and a sympathetic doctor could 
quickly gain considerable experience in this field and 
thereby help to increase marital happiness. 





THIN SKULLS 


The main function of the skull is to provide protection 
for the brain, but, as in other biological structures, its 
thickness and other measurements vary considerably on 
either side of the generally accepted mean. Only rarely, 
however, is the skull pathologically thin, and then a 
truly “ egg-shell” skull presents itself. Most often the 
thinness is uniform in that all the bones of the skull 
participate in it to an equal degree, but sometimes local 
thinning may be encountered. J. M. Johnstone’ 
reports two cases of abnormal thinness of the parietal 
bones in adults. He found symmetrical rectangular 
depressions of the parietal eminences, the outer table 
and the diploe of the skull being apparently absent and 
only the inner table remaining. In one of these cases 
the abnormality was an incidentai finding at necropsy, 
while in the other the patient had sustained a fracture 
of the skull involving the thin bone on one side. 
Similar defects have been previously described in 
British and Continental literature. D. M. Greig? has 
reviewed the literature up to 1926, and described several 
examples of the condition seen by himself. It appears 
that bilateral parietal thinning has been attributed by 
various authorities to senile atrophy, atrophic changes 
not necessarily senile, a congenital defect, muscular 
action, trauma, and syphilis. Greig presents a reason- 
able case for the condition being due to dysplasia of the 
diploe. He believes that in the centre of the affected 
parietal area the diploe has never developed ; this part 
of the parietal bone has remained thin and semi- 
transparent. He regards the condition as a defect of 
growth, congenital to that extent, but not present in 
infancy. The condition may not always be parietal, but 
may be found extending from the pterionic region of the 
parietal bone on to the adjacent frontal bone. A similar 
condition may be found symmetrically on the planum 





1 Johnstone, J. M lasg. med. J., 1955, 36, 187. 
* Greig, D. M., > aes med. J., 1926, 33, 645. 


occipitale, and it may occur in association with a sagittal 
depression. 

Symmetrical thinness of the parietal bones -jg 
apparently only rarely associated with any disease gy , 
accident. However, it can be of medico-legal as we 
as clinical importance because of the brain damage that 
may result from trauma to the thin area. All forensic 
pathologists appreciate the importance of observing the 
thickness of the skull in cases where death has followed 
damage to the skull and brain after an assault. Ag 
abnormally thin skull may prove to be a substantial 
mitigating circumstance, provided the intent to kill was 
clearly absent from the accused’s mind. In spite of this 
it is surprising to find that in many of the standard 
works on forensic medicine no mention of this smajj 
but nevertheless important point is made. In addition 
to what may be described as abnormal thinness of the 
skull due to defective development, some diseases may 
produce abnormal softness of bone. That most likely to 
affect the skull is Paget’s disease, and when the bone 
becomes so soft that it can be cut with a knife or broken 
between the finger and thumb the skull may be frac. 
tured by a trivial blow or fall. When a significant 
underlying condition such as abnormal thinness or soft- 
ness of the skull is discovered, its importance in relation 
to the death ought to be assessed and declared. 


THE ROYAL SOCIETY 


At the anniversary meeting on November 30, Sir Cyril 
Hinshelwocd, Dr. Lee’s professor of chemistry at Oxford, 
was elected president of the Royal Society in succession 
to Lord Adrian, part of whose farewell address is printed 
at page 1443 of this issue. Sir Cyril Hinshelwood is 
internationally known as a physical chemist and for his 
work on gaseous reactions. Until recently he was chair- 
man of the Fuel Research Board of the Department of 
Scientific and Industrial Research. He is an authority 
on surface catalysis and has made notable contributions 
to our understanding of the chemical kinetics of the 
bacterial cell, which he made the subject of a monograph 
published in 1946. Besides his scientific attainments, Sir 
Cyril Hinshelwood is an extremely accomplished linguist, 
and for the past five years he has served the Royal 
Society as its foreign secretary. He is 58 years old. 
Professor G. L. Brown, Jodrell professor of physiology 
at University College, London, was elected at the same 
meeting biological secretary of the Royal Society in 
succession to Sir Edward Salisbury. Professor Brown 
was formerly a member of the scientific staff of the 
Medical Research Council (1934-49) and more recently 
a member of the Medical Research Council itself (195I- 
5); he is currently chairman of the Council’s Royal 
Naval Personnel Research Committee. Other medical 
men elected to the Council of the Royal Society were 
Sir Alan Drury, Professor J. H. Gaddum, Professor J.$ 
Mitchell, and Sir Rudolph Peters. The Council of the 
Royal Society also includes among its members the 
deputy director of the Atomic Energy Research Estab 
lishment and a geneticist, Professor K. Mather, of 
Birmingham. 
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OCULAR EMERGENCIES 


BY 


H. B. STALLARD, M.B.E., M.D., F.R.C.S. 
Surgeon, Moorfields Eye Hospital ; Eye Surgeon, St. Bartholomew's Hospital 


Although there are few eye conditions of sudden, 
unexpected, and precipitate onset to merit the term 
emergency, these few require prompt recognition and 
immediate treatment if catastrophe is to be avoided, not 
only in the originally affected eye but sometimes in the 
other eye, for the stress of an acute attack of glaucoma 
may induce a like condition in the fellow eye, and a 
penetrating injury in the region of the ciliary body 


improperly attended to may lead to the tragedy of . 


sympathetic ophthalmitis with total blindness. 

The retina will not tolerate anoxaemia for long, prob- 
ably for much less than one hour, so immediate steps 
must be taken to release vasospasm of the central retinal 
artery by dilating it and lowering the intraocular pres- 
sure, and, in the case of an embolus, in the hope of 
washing it into a branch of the central retinal artery. 
In some cases obstruction in the central retinal vein may 
be heralded by certain symptoms and ophthalmoscopic 
signs, allowing some action to be taken to prevent 
occlusive thrombosis of the vein by the use of anti- 
coagulants, and to maintain some canalization of its 
lumen. 

The purpose of this paper is to suggest emergency 

“ treatment before arrangements can be made to move the 
patient to a hospital where the services of an eye surgeon 
are available. 

Injuries 

Injuries of the eye may vary from a minute abrasion to 
disruption and even avulsion of the globe. The latter mishap 
has followed the sudden impact of a hat-peg in a dance-hall 
cloak-room ; the lunge of an alcoholic on to his latch-key 
(the avulsed eye-bail and slightly bent latch-key being found 
on the hotel bedroom floor in the morning); and it may 
be self-inflicted by epileptics and post-encephalitics. 

The prognosis depends on the severity and site of the 
injury, and on whether there is damage to the lens and retina, 
intraocular haemorrhage, or iridocyclitis. _ Wounds in the 
region of the ciliary body, particularly if the lens capsule and 
ciliary body are entangled in the wound, cause much anxiety 
because of the danger of sympathetic ophthalmitis. The 
prognosis for vision is bad if there has been a severe intra- 
ocular haemorrhage and protracted iridocyclitis. Good 
recovery may follow an eccentric wound of the cornea or a 
small penetrating wound of the sclera, or even the removal 
of a traumatic cataract, if the rest of the eye has not been 
badly damaged. In the case of contusions, particularly if 
the macula is affected, it is important to give a very guarded 
prognosis. 


Foreign Bodies and Abrasions 


For a patient with a corneal foreign body a common 
practice is to invite first the septic attentions of an 
enthusiastic amateur of local reputation, either in his works 
or in his neighbourhood. The procedure is repeated attacks 
on the cornea with some much favoured instrument such 
as a well-sucked camel-hair brush, a disused tooth-pick, a 
nail, or even the human tongue, the patient standing and 
retreating the while in indifferent light and without the 
advantage (or possibly disadvantage) of a local analgesic. 
Then, with a much abraded cornea and the foreign body 
still in situ, he is taken to a chemist, where, seated on a 


cane chair in the recess of the shop, the street light screened 
by jorums of multi-coloured waters in the more historic 
establishments and by cosmetics in others, the patient 
receives again the attentions of some unsterile implement 
(generally a camel-hair brush) taken from a cardboard box. 
Then at last the sufferer goes to a doctor, where he should 
have gone at first. 


Except in the case of a free foreign body in the conjunc- 
tival sac floating in the tears, which may be readily removed 
by a gentle stroke from the corner of a clean handkerchief 
or a wisp of cotton-wool on an orange-stick, it is well to 
instil a drop of sterile liquid paraffin, close the lids, and 
cover the eye with a pad or folded handkerchief and bandage. 
Then the patient should be taken to where he may lie on a 
couch beneath good focal illumination to receive instillation 
of 1% amethocaine and naphazoline 1 in 2,000, and have 
the foreign body removed by a sterilized instrument. A 
foreign body lying on the surface of the corneal epithelium 
may be stroked off by a sterile wisp of wool mounted 
on an orange-stick and moistened in saline or liquid paraffin. 
A spud is used to lift out a foreign body impacted in the 
corneal epithelium, while a spear-shaped needle, either 
straight or curved, is necessary for the removal of a foreign 
body in the superficial layers of the substantia propria. 

More deeply placed foreign bodies—those which are 
partly in the anterior chamber and those which are intra- 
ocular—require immediate admission of the patient to a 
hospital where the services of an eye surgeon are available, 
x-ray localization can be done, and there is a giant electro- 
magnet. Penicillin drops are instilled, and a pad and 
bandage applied; if the penetrating wound is more than 
2 mm. deep and there is prolapse of intraocular contents, 
the patient should be transported recumbent on a stretcher. 

A brasions.—The severe pain is relieved by drops of 1% 
amethocaine and naphazoline 1 in 2,000. The conjunctival 
sac is gently irrigated with normal saline to remove any 
debris, penicillin cream is instilled, and a firm pad and 
bandage are applied, 

Burns 


The immediate treatment of any chemical byrn, and it 
matters little whether it is by an acid or an alkali, is the 
copious irrigation of the conjunctival sac with sterile warm 
(about 99° F.—37.2° C.) normal saline. In the case of lime 
burns it is essential to pick out at once the fragments of 
lime in the conjunetival sac; the same applies to molten 
metal, which may have made a complete mould of the 
front of the eye. Penicillin cream is instilled, a pad and 
bandage are applied, and the patient is sent immediately to 
hospital. The prognosis is often grave, for, although on 
initial examination the cornea may not appear to be badly 
injured, the combination of the chemical agent, particularly 
alkalis, with the corneal proteins produces a substance which 
may cause extensive corneal necrosis in the days following 
the injury. 

Thermal Burns.—These generally affect the eyelids and 
not the conjunctiva and cornea in a conscious patient. When 
the eye is threatened the orbicularis oculi contracts tightly, 
inverting the lid margins so that these often escape injury. 
Penicillin cream is instilled into the conjunctival sac and 
along the lid margins, the burnt skin is dusted with penicillin 
powder, a dry sterile dressing is applied, and the patient is 
sent to hospital. 


Light Burns.—About six hours after exposure to a carbon- 
arc acetylene-welding apparatus, a short-circuit flash, or the 
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glare from a high-altitude snow-field without adequate pro- 
tection from tinted goggles, intense pain, photophobia, and 
lacrimation are experienced. Minute islands of corneal 
epithelium are lost, which can be demonstrated by staining 
with either fluorescein or rose Bengal. Pain is relieved by 
1% amethocaine and naphazoline 1 in 2,000, penicillin cream 
is instilled into the conjunctival sacs, and the eyes are 
occluded with a pad and bandage. 


Acute Congestive Glaucoma 


The urgency of acute congestive glaucoma is comparable 
to that in strangulated hernia. Unless relief is effected 
in the early stages, the function of the eye will be lost and 
possibly the stress of the acute attack of high intraocular 
pressure may precipitate the same in the other predisposed 
eye. The main symptom is acute neuralgic pain in the 
affected eye radiating over the distribution of the first and 
second divisions of the trigeminal nerve. The prostration, 
collapse, vomiting, and rapid pulse have been known, on 
occasion, to mislead surgeons into making an exploratory 
laparotomy for suspected intestinal obstruction. 

The signs of a typical case of primary.acute congestive 
glaucoma at its peak are unmistakable. The conjunctiva 
is congested, the cornea is uniformly hazy like ground-glass, 
the anterior chamber is shallow, the pupil is semi-dilated 
and oval, and on palpation the eye feels stony hard. 

The essential of treatment is miosis, in order to reopen 
the filtration angle obstructed by oedematous ciliary body 
and iris. Eserine sulphate drops, 1%, are instilled into 
the affected eye at five-minute intervals for half an hour, 
then half-hourly for three hours, and thereafter one-hourly 
until the intraocular pressure has fallen to within physio- 
logical limits (18-25 mm. Hg) or surgical intervention is 
necessary. [Eserine, 0.5%, is instilled into the other eye 
twice or thrice daily as a-prophylactic measure. Heat, in 
the form of steaming from a wooden spoon well padded 
with lint, dipped in boiling water and pressed as dry as 
possible, aids the action of the eserine and to some extent 
relieves the pain. Morphine is generally necessary to relieve 
the acute pain, and its miotic effect is also helpful. Acetazole- 
amide tablets, 250 mg., at four-hourly intervals for 12 hours 
are effective in reducing oedema of the uveal tract and 
cornea. Hypertonic saline, 50 ml. of 30% solution, given 
high up in the rectum, if retained, is helpful in some cases. 
The patient should be admitted as soon as possible to the 
eye ward of a hospital, for if the intraocular pressure is not 
reduced to within safe limits in 12 hours from the onset of 
the attack surgical intervention, an iridectomy done through 
an ab externo incision, is necessary. 


Vascular Occlusion 


Central Retinal Artery Occlusion.—The history of sudden 
cessation of blood flow in the central retinal artery is charac- 
terized by the story of a dense black curtain or shutter 
coming down in front of the affected eye (occasionally both 
eyes in a vasospasm) within a few seconds. There is no 
pain. Ophthalmoscopic examination shows the absence of 
blood in the branches of the central retinal artery, and, if 
the obstruction is unrelieved within an hour of its onset, 
cloudy swelling appears in the ganglion cells around the 
macula, making the centre of the fundus pale, with the 
cherry red spot of the choroida! circulation showing at the 
fovea. In the case of a vasospasm of the central retinal 
artery spontaneous recovery may occur in a quarter of an 
hour, but it is well not to waste precious time in hoping for 
this happy outcome to imminent catastrophe. Vasodilators 
should be tried in the hope of releasing a vasospasm or of 
allowing an embolus to be washed forward into a branch 
of the central retinal artery. An amyl nitrite capsule is 
broken into a handkerchief and inhaled, and a retro-ocular 
injection of 1 ml. of acetylcholine containing 0.3 g. of this 
substance is given. Digital massage of the eyeball may 
reduce the intraocular pressure, but it is more effective to 


do a paracentesis of the anterior chamber with a double- 
edged fine-pointed knife and allow the aqueous to escape 
It is preferable to do this small operation in hospitai, byt 
if the hospital is remote the operation can be done at home 
care being taken to pass the knife obliquely through the 
cornea about 2 mm. anterior to the plane of the iris ang to 
prevent the knife from touching either the iris or the Jens 
(see Fig.). Local analgesia, adequate for this Operation 
is generally achieved by the instillation of 1% amethocaine 
drops at one-minute intervals for five applications. Two 
drops of naphazoline 1 in 2,000 may also be used. 
Central Retinal Vein Occlusion.—If thrombosis of the cen- 
tral retinal vein is complete no immediate treatment js likely 
to be effective. The ophthalmoscopic picture is unmistak. 
able, with multiple retinal haemorrhages spattering the whole 
fundus, very dilated retinal veins, and papilloedema. In some 
cases of thrombosis of the central retinal vein some warning 

















Paracentesis of anterior chamber for central retinal artery” 
occlusion. 


is given by impaired vision and flashes of light. Ophthalmo- 
scopic examination shows slight papilloedema and distended 
branches of the central retinal vein, and there may be a few 
striate haemorrhages round the optic disk and in the retina. 
In such a case the thrombus in the vein does not occupy 
all the lumen, a narrow canal still existing for the retum 
of blood, and so it is justifiable to try anticoagulant therapy 
with phenindione, for which the patient should be admitted 
to hospital. 

Prognosis ——When the central retinal artery has been 
occluded for an hour or more the prognosis for recovery 
of vision is hopeless, as it is in the case of total occlusion 
of the central retinal vein. But in some cases of partial 
occlusion recovery and maintenance of even 6/9 vision may 
follow the timely use of anticoagulants. 


Retinal Detachment 


In cases of retinal detachment the complaint is of a 
shadow, generally grey or dark, gradually encroaching on 
the field of vision opposite to the site of the retinal detach- 
ment ; for instance, a shadow coming up from below indt 
cates a retinal detachment in the upper half of the fundus. 
Flashes and arcs of light may be other subjective manifesta- 
tions. There is no pain. Retinal detachment is more 
common in myopes and in the fifth and seventh decades of 
life, when degenerative changes are occurring. It may result 
from injury, choroiditis, or malignant intraocular neoplasms. 

The patient should be admitted at once to hospital for 
investigation and postural treatment ; in the case of the s0- 
called idiopathic or simple retinal detachment, uncomplicated 
by inflammation, operation will be necessary. Delay 
generally leads to extension of the detachment, particularly 
if this is in the upper half of the eye; should the macula 
become separated and the retinal detachment become 
total, the prognosis is gravely affected. 1% atropine 
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drops are instilled into the affected eye and both eyes are 
occluded. The patient should be sent to hospital in the 
recumbent position if the detachment originated in the upper 
half of the fundus, sitting if it started in the lower half. 

The prognosis after operation is good in 80% of early 
cases, if operated on within a month of the onset of the 
detachment, if the patient is young, if there is no gross 
refractive error, and if the retina except for the area of 
the tear is in good condition. It is bad if the detachment 
has been present for a long time, and if there are a high 
degree of myopia, a degenerate vitreous, multiple holes, large 
tears, or a total detachment. 


Miscellaneous Causes of Sudden Blindness 


Poisoning——In some susceptible persons relatively small 
doses of quinine—within therapeutic limits—may cause vaso- 
spasm of the central retinal artery, anoxaemia of the ganglion 
cells of the retina, and blindness. Generally, however, this 
catastrophe has followed large doses taken by mouth for 
abortion or injected with urethane as a sclerosing agent. In 
such cases the patient is collapsed and almost pulseless and 
requires several hours of artificial respiration. Methyl 
alcohol damages particularly the papillo-macular area. In 
both quinine and methyl alcohol poisoning treatment with 
vasodilators and full doses of vitamin Bi and Bz may be 
tried, but often the anoxaemia in the former and the toxic 
damage to the ganglion cells of the retina in the latter have 
been present too long for treatment to be effective. 

Loss of Blood.—A single large loss of blood has not been 
known to cause loss of sight and bilateral optic atrophy, but 
repeated haemorrhages, commonly from the alimentary tract 
and the uterus, may reduce the haemoglobin to 40% or 
less, a degree of anoxaemia at which the function of the 
retinal ganglion cells cannot be maintained. 

Hysteria-—The onset of hysterical blindness is sudden. 
It may follow a mental shock, be a feature in an intense 
anxiety state, or become manifest in order to afford an 
escape from either some unpleasant duty or some particular 
danger, such as may arise under active service conditions in 
war. Both sexes are affected, and I have not found it more 
common in one than the other. The behaviour of the 
patient often simulates blindness so perfectly that doubts 
sometimes arise about the diagnosis, and careful observation 
in hospital becomes necessary for its detection. Suspicions 
are aroused by the finding of pupils that react briskly to 
light, a normal optic disk and fundus in each eye, the 
absence of any head injury which might affect the higher 
visual centres, or any history of severe illness, poisoning, or 
intracranial vascular catastrophe in a patient with an un- 
stable personality. Occasionally, firm reassurance or the 
performance of some trifling measure such as instilling 
homatropine and cocaine, or even saline, drops into the eyes 
will lead to recovery of vision. Psychiatric treatment, 
suggestion while under small doses of thiopentone, and 
electric shock therapy have also been successful in restoring 
sight. 





Next article on Emergencies in General Practice.— 
“Poisons Children Swallow,” by Dr. J. O. Craig. 





Refresher Course Book.—Copies of the second volume of 
collected articles from the Refresher Course for General Practi- 
tioners are still available at 25s. (postage 1s.) each. The first 
volume is now sold out. 


Clinical Pathology Book.—‘ Clinical Pathology in General 
Practice,” a collection of 39 articles on clinical pathology tha‘ 
appeared in the Journal as part of the Refresher Course for 
General Practitioners, is now available, price 21s. (postage 9d.). 


Both these volumes are obtainable from the Publishing 
Manager, B.M.A. House, Tavistock Square, London, W.C.1, or 
through any bookseller. 


LORD ADRIAN ON THE FUNCTIONS OF 
THE ROYAL SOCIETY 


At the anniversary meeting of the Royal Society on Novem- 
ber 30 Lord AbpRIAN, O.M., delivered his farewell presi- 
dential address. He had completed his five-year term of 
office as president of the Society. After the customary 
presentation of medals and review of the year’s outstand- 
ing scientific achievements, and a graceful welcome to the 
president of the U.S.S.R. Academy of Sciences and his 
colleagues who were present at the meeting, Lord Adrian 
devoted the remainder of his address to an examinaticn of 
how the Royal Society could best fulfil its task of “ Improv- 
ing Natural Knowledge.” Lord Adrian said: 


“ At the end of his term of office it is to be expected that 
your president will have ceased to marvel’ at his presump- 
tion in accepting so exalted a position and will have had 
time to consider its responsibilities. He will not have had 
much time, for the work of the Society grows apace, but 
in spite of that the duties of the president are certainly less 
arduous than most people might suppose. He is supported 
at every turn by the knowledge of a great society at his 
back and by the council and the whole staff at Burlington 
House inspired by an assistant secretary with a genius for 
tactful and effective administration. In fact the president 
is so well cared for that it is a wise regulation which sets a 


- limit to his reign. 


Election of Fellows 


“ Fellows will not need to be told of the many fields of 
activity in which the Royal Society is now engaged. It 
dispenses grants, awards medals, publishes journals, and 
holds its scientific meetings ; but I am convinced that the 
most important thing it does now is to exist and to 
perpetuate its existence by electing new Fellows. 

“Our meetings and periodicals are no doubt the best evi- 
dence of our existence, but they are scarcely essential to it. 
Indeed, their scope needs constant adjustment if they are 
not to be submerged in the present flood of scientific activity. 
Every subdivision of science has now begun to organize its 
special conferences and lectures. With so many subdivisions 
and so much to publish, the customary medium for printed 
communications is either a journal devoted to one special 
field or one which will take the shorter papers and publish 
them with the least delay. I am not suggesting that our 
own meetings and journals could be abolished without great 
Joss but rather that we should continue our policy of arrang- 
ing meetings where the specialist is encouraged to state his 
case before an audience of fellow scientists who are not all 
fellow specialists. That is certainly an important task. 

“In electing new Fellows, however, we perform a task 
which becomes more and more important as natural science 
expands and subdivides. It is essential to its progress here 
that there should be a council of scientists of acknowledged 
reputation able to form an impartial judgment on the claims 
of every field and on the merits of those who work in them. 
Scientific issues are now of great concern to those who frame 
the laws and policy of the State, and there must be some 
independent body to advisejon them. 


Relationship to the State 


“Statesmen and lawgivers are not likely to need advice 
on the latest developments of scientific thought ; they might 
get better advice from the younger generation who have 
been trained in modern ideas and techniques and are used 
to the present scale of laboratory work. What is needed, 
however, is not an academy to pronounce on the contro- 
versial points of scientific theory but one with a reasonable - 
knowledge of the direction in which research is leading. 

“We have never aspired to an organized control of scien- 
tific research: even in times of grave national emergency we 
have preserved our status as a private body willing to co- 
operate with the State but unwilling to forfeit our inde- 
pendence. It is. of course, true that the Fellows of the 
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Society have always played a large part in directing research 
into fruitful channels, but they have done so as heads of 
laboratories, teachers, and leaders of research teams. It is 
true also that we control funds entrusted to us by past 
benefactors and that many of these funds must be used for 
the furtherance of particular branches of science. The value 
of the funds we hold now amounts to over a million pounds, 
and we have also to administer yearly Government grants 
of more than £50,000 for aiding scientific research, scientific 
publications, and international activities. These sums, how- 
ever, are small compared with the total which must be spent 
annually by any country dependent on machinery, and with 
the political system of this country it seems far better for 
the Royal Society to keep itself outside the State organiza- 
tion. The larger this becomes the more important will it be 
for us to maintain our status as an independent body of 
scientists whose chief aim is the advancement of knowledge. 


Impartiality on Scientific Issues 


“It is neither necessary nor desirable for the Society to 
give an official ruling on scientific issues, for these are settled 
far more conclusively in the laboratory than in the com- 
mittee room. This principle has been recognized by the 
Royal Society since its foundation and it is stated specific- 
ally in the advertisement to the Philosophical Transactions 
in 1753. This points out ‘ that the certainty of the facts and 
the propriety of the reasonings contained in the several 
papers so published must still rest on the credit and judgment 
of their respective authors.” The advertisement goes on to 
say ‘that it is an established rule of the Society, to which 
they will always adhere, never to give their opinion as a 
Body upon any subject either of Nature or Art, that comes 
before them.’ And to make the position almost painfully 
clear the advertisement goes on, ‘ And therefore the thanks 
which are frequently proposed from the chair, to be given 
to the authors of such papers as are read at their accustomed 
meetings, or to the persons through whose hands they have 
received them, are to be considered in no other light than 
as a matter of civility, in return for the respect shown to the 
Society by those Communications.’ 

“This stern insistence on our impartiality has not pre- 
vented us from issuing’ reports from time to time when the 
occasion seemed to demand them. There are, for instance, 
the reports of the Food Committee during the 1914-18 war. 
But it has never been suggested that the Society assumed 
any other responsibility than that of choosing the committee 
of experts to draw up the report. 

“ That, however, is the kind of obligation which the Royal 
Society should be specially fitted to discharge. It is right 
that the State should obtain the best scientific advice on 
practical issues and it must know where to turn for the best 
panel of advisers. There are, of course, numerous societies 
to deal with particular fields, and some of these would be 
just as competent to nominate experts from their member- 
ship. But the fragmentation of science has left disputed 
borderlines as well as unclaimed territory, and if our Fellows 
have been properly chosen we should be able to justify the 
claim to represent all branches of science at the highest avail- 
able level. Although we do nét pronounce officially on 
matters of scientific controversy we can say who are the 
leaders in any field and we know what sort of people they 
are. 
“If this were our only, or our principal, function it might 
seem to reduce our status to that of a scientific employment 
agency ; but the applications of science are now of such 
consequence that the State must be forced to spend more and 
more of its income on science and technology. With scien- 
tists in short supply it must expand research, teaching, and 
development. It must be careful not to harness too many 
active investigators to desks in Whitehall or to the com- 
mittee rooms of universities, yet its administration must 
show an understanding of scientific needs. We cannot blame 
Government departments and Ministers for mismanaging 
scientific affairs if we are unwilling to assume our responsi- 
bility for aiding them. 


ae 


A Constitution to Match Growing Responsibilities 


“How far then does our constitution and our presen 
practice fit us for such responsibilities? This year com. 
memorates the death 200 years ago of a great Political 
scientist, Charles de Secondat, Baron de Montesquiey a 
Fellow of the Royal Society who was renowned in eve 
country for his analysis of the principles of governmens 
Montesquieu came to us from France and was impressed 
by the precautions against autocracy inherent in the British 
constitution. His praise of the liberal form of government 
developed in this island was linked with the suggestion that 
the weather had a great deal to do with it. He says: 


‘In a nation so distempered by the climate as to have 
a disrelish of everything, even of life, it is plain that the 
government most suitable to the inhabitants is that jp 
which they cannot lay their uneasiness to a single person’; 
charge.” 


But his analysis of our laws made him conclude that we 
were, or at all events had the opportunity to be, the freest 
country in the world and that it is in our nature to defend 
our liberties from autocratic control. 

“I do not think the procedure for our election of new 
Fellows could be made more representative than it is now, 
It may not be strictly democratic, for the election must be 
made by the existing Fellows, but we come from every field 
of natural science and our ages vary within reasonable limits, 
At present our youngest Fellow is 31, and council this mor- 
ing authorized the dispatch of a letter conveying the con- 
gratulations of the Society to our colleague, Dr. Ridley 
whose 100th birthday falls on December 10. We have to 
be constantly on the watch to avoid neglecting the claims 
of scientists whose work cuts across the standard classifica- 
tion. But the machinery is elastic: I have seen it at work 
over a fairly long period, and I have always been impressed 
by the individual capacity for honest judgment which goes 
to the formation of a collective opinion on scientific merit. 
It is certainly a responsibility which we do not take lightly, 
and it is right that it should occupy much of our time in the 
early months of the year. Whatever else we should be 
doing this is time well spent. 

“ But nowadays the Society has many other things to do, 
and I am not sure that we have evolved the system of self- 
government which enables us to give adequate considem- 
tion to all of them. Election to our council must be governed 
by the need to keep a balanced representation of different 
branches of science. Council would soon become ineffective 
if its numbers were expanded to keep pace with every new 
development, but with a body of only 16 members, apart 
from the officers, to represent our 560 Fellows, it is natur- 
ally difficult for more than a small proportion of them to 
gain any insight into the way in which our business is con- 
ducted. And for those who are chosen to serve on council 
the volume of business to be decided must often seem far 
too great for meetings which can rarely last much longer 
than one and a half hours and occur only 12 times a year. 
Naturally a great deal of the work falls on the secretaries, 
who must be prepared with advice on many of the matters 
which do not involve major issues ; but even though council 
is willing to accept this advice without lengthy discussion 
there are certain important decisions to be made at each 
meeting, and it is very difficult to find the additional time 
needed for the discussion of more general problems. With 
the present growth of scientific effort problems of general 
policy are bound to be in our minds, and I know that the 
president must often seem unduly repressive when there is 
a long agenda and the council meeting must be over in time 
for the ordinary meeting of the Society. 


Conclusion 


“TI have no solution to offer which would not involve 
more time spent in committee rooms and less in our labora 
tories. That may be a burden which we must accept. But 
I would urge the Society that it should act only as an adviser 
and should not be willing to accept the kind of detailed 
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administrative work which it is sometimes asked to under- 
take. Our difficulties arise from the fact that our responsi- 
bilities have grown. We must be constantly on guard to see 
that we have the leisure to survey them. Ph fot 
“My successor, with his new officers and council, will 
have troublesome decisions to face, but we need not fear 
that the Society will ever be in danger of becoming less 
representative of science as a whole or less important in 
the affairs of the country. Your president becomes increas- 
ingly aware of its importance as he learns the duties of his 
office. Some of them are onerous, but it would be absurd 
to suggest that he has a thankless task in representing our 
great and ancient Society. So in conclusion all that I need 
add is the earnest hope that my successor will find his posi- 
tion as enjoyable as I have found it during these past five 


years.” 





Nova et Vetera 








SWEDEN’S HOSPITAL ADMINISTRATION IN 
THE SIXTEENTH CENTURY 


How did the indigent sick fare at the hands of their Swedish 
compatriots four centuries ago? To what extent did the 
ample provision for the spiritual welfare of the inmates of 
the public hospitals compensate for lack of the material 
welfare that we now enjoy? These and other questions 
come to mind on reading what Dr. Hans Rudberg has to 
say on the subject of Sweden’s first general legislation on 
hospital administration (Svenska Ldkartidningen, Septem- 
ber 2, 1955). The law he quotes is dated 1571. It was 
drafted by Laurentius Petri, and in the preamble to it he 
stresses its underlying theological principles, the obligation 
not to neglect the care of the indigent sick in view of “ oui 
Christian faith and the prospect of our eternal salvation.” 
Further on, in the body of the law, more specific instruc- 


_ tions are given on this score. The sick must not fail to say 


grace at meals nor to repeat the Lord’s Prayer before eating. 
Having eaten, they must praise the Almighty and implore 
blessings on their benefactors. At least once a day and at 
a given time collective prayers must be said for peace on 
earth, for the welfare of the powers that be, and for all 
concerned with the management of the hospital. 

There is a hint of social discrimination in the injunction 
to favour the admission to hospital of persons who come 
from a good neighbourhood and have kept good company 
in their prosperous days. The patient who neglected his 
meals for a stroll in town was assured that he had forfeited 
his rights to them. If he turned obstreperous he was “ first 
to be deprived of his food for a time, and if this in con- 
junction with admonitions failed he was to be dismissed the 
hospital.” The comparatively fit were to help the unfit. 
“They were to comfort one another... particularly 
towards the end, and when anyone died they were to the 
best of their means to prepare him for burial.” Marriages 
were banned in hospital, “ but, if anyone in hospital is so 
strong that he dare launch out into matrimony, he must do 
so after he has left hospital and must then be able to sup- 
port his wife and himself.” So long as a patient was an 
inmate of a hospital he could sign no valid will, as it had 
become. his sole legatee. This must often have been a 
tantalizing problem for his relatives when confronted by 
the choice between keeping father at home or consigning 
him plus savings to hospital. Dr. Rudberg finds that this 
confiscatory attitude of the authorities to the inmates of 
public hospitals is in marked contrast to ethical standards 
on the subject in Sweden at the present time. He suggests 
that it was the outcome of ownership of the hospitals by 
the Church of its day. 


CLAUDE LILLINGSTON. 


Correspondence 








Because of the present high cost of producing the Journal, 
and the great pressure on our space, correspondents are 
asked to keep their letters short. 


Intestinal Length in Man 


Sir,—I have read Miss Betty M. L. Underhill’s article 
(Journal, November 19, p. 1243) with much interest, having 
recently dealt with a case of regional enteritis in which the 
small bowel was extremely short. 

The patient is a young lady of 25 years who had persistent 
diarrhoea for the last eight. years. She was admitted to 
hospital with the clinical features of pellagra, which re- 
sponded well to intensive vitamin‘therapy and a high-protein 
diet. Faecal fat content was 44%. Subsequently vomiting 
occurred, and a tender mass was palpable in the right lower 
quadrant of the abdomen, associated with distension and 
visible peristalsis. At operation a localized stricture was 
found in the lowermost part of the ileum. Higher in the 
ileum there were several adjacent strictures with balloon-like 
dilatation Of the intervening portions of bowel. Measure- 
ment with a ruler showed that the total length of the jejunum 
and ileum was 9 ft, 2 in. (280 cm.). The two diseased 
segments were resected, the most distal section being per- 
formed at the ileocaecal junction in order to conserve the 
entire length of the colon. The upper deficiency was made 
good by end-to-end anastomosis, and the lower by re- 
implanting the ileum into the. caecum. The length of 
jejunum and ileum remaining was 6 ft. 9 in. (205.5 cm.). 
Histological examination confirmed the diagnosis. 

In the two months since operation the patient’s body 
weight has increased by 3 st. (19.1 kg.) and her bowels act 
either once or twice daily only. Faecal fat content of stools 
has fallen to 35%.—I am, etc., 


London, W.2. ARTHUR Porritt. 


Contraindications to Thiopentone Anaesthesia 


Sirk,—You are to be congratulated for giving prominence 
to the contraindications to and the dangers of thiopentone 
sodium as a general anaesthetic (Journal, October 1, p. 836). 

Most drugs have their drawbacks, but the fallacy of 
arguing post hoc ergo propter hoc is more commonly 
demonstrable in anaesthesia than in any other branch of 
medicine. Many of the weird and worrying phenomena 
associated with general anaesthesia, such as “status lym- 
phaticus,” twitching, convulsions, cardiac arrythmias 
(especially with cyclopropane), and inexplicable collapse 
during or after an operation, can be ascribed to the intrusion 
of two extraneous factors—hypoxia and hypercapnia. Both 
are the inevitable effects of hypoventilation—a state in 
which there is diminution of the amount and rate of gaseous 
exchange between the blood and the alveolar air, Most 
anaesthetists would agree that the morbidity and mortality 
attributed to thiopentone sodium, and indeed to anaesthetic 
agents in general, can largely be ascribed to these same 
factors rather than to an inherent danger in the agent itself. 

Narcosis produced by the anaesthetist is a temporary 
pathological condition or disease. It is not devoid of peril, 
mainly because of the depression of the respiratory centre 
and the coma which necessarily results when sensitivity to 
painful stimuli is abolished. All narcotics share the pro- 
perty of depressing the vital centres in large doses. Thio- 
pentone has an unfortunate predilection for the all-important 
centre for respiration, depressing it to a far greater degree 
than any other narcotic. Compared to it, even morphine is 
mild—it lessens the rate of respiration long before it para- 
lyses the centre completely. In order to produce coma, or 
merely to dampen painful stimuli, doses of such magnitude 
are required that hypoventilation of great intensity occurs. 
This necessitates immediate attention to the diminished 
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tidal volume, otherwise hypoxia ensues which may prove 
fatal to the very young, the aged, or the anaemic, especially 
if the cardiac reserve is low. When hypoventilation persists 
for an appreciable time, hypercapnic manifestations become 
evident as well. There is little doubt that thiopentone is 
more apt to increase the morbidity of anaesthesia in this 
way than other agents. 

Laryngeal spasm’ is an ever-present menace with thio- 
pentone, because normal doses do not abolish the reflexes. 
To abolish the reflexes to laryngeal irritation and painful 
stimuli, an overdose is required, a simple but dangerous 
procedure. Post-operatively, when the anaesthetist has 
departed from the scene, a nursing attendant may be called 
upon to deal with severe spasm, sometimes long after com- 
pletion of a trivial operation—the laryngeal reflex has 
returned but the respiratory centre is still depressed. Those 
who use this invaluable induction agent cautiously, and in 
combination with a suitable synergist when indicated, will 
agree that there are very few contraindications. The one 
proviso is that ample supplies of oxygen and of a short- 
acting muscle relaxant must be at hand to prevent or 
alleviate laryngeal spasm, as well as an effective apparatus 
to restore and maintain adequate ventilation. 

To avoid the dangers of hypoventilation produced by 
excessive thiopentone, the use of a muscle relaxant may 
seem paradoxical, since these drugs are themselves potent 
causes of hypoventilation. However, any further decrease 
in the tidal volume is effectively corrected by regular manual 
compression of the rebreathing bag. Short-acting relaxants 
such as succinylcholine chloride are preferable, because the 
duration and degree of relaxation can be controlled by pro- 
portionate dosage. They are essential for short anaesthetics, 
and the relaxant referred to is practically non-toxic. Pro- 
longed and excessive paralysis can occur with over-dosage. 
For the few who are susceptible—I have seen only two such 
cases of 15- and 20-minute duration, in about 5,000 admin- 
istrations—oxygen and artificial respiration constitute a sure 
antidote.—I am, etc., 


Johannesburg, S. Africa. H. H. SAMSON. 


REFERENCE 
1 Samson, H. H., S. Afr. med. J., 1947, 21, 447. 


Intra-arterial Thiopentone 


Sir,—I read with interest the account of one more case 
of inadvertent intra-arterial thiopentone injection, written by 


Dr. Peter Stuart (Journal, November 26, p. 1308). While 
giving an excellent account of the treatment of this condi- 
tion, and once more stressing the ease with which such a 
catastrophe can occur, very little emphasis is placed upon 
its prevention. In view of the possible consequences of 
such a mishap and in view of the many thousand thio- 
pentone injections given each year, for both major and 
minor procedures, the present incidence is tragically high. 
It is likely to remain so as long as the veins of the ante- 
cubital fossa are given first choice as sites of injection. As 
the hazards of anaesthesia can provide some of the gravest 
and most acute emergencies in present-day medical practice, 
then surely the old adage of prevention being better than 
cure applies to them accordingly. 

It is suggested therefore: (1) The veins of the antecubital 
fossa be abandoned as a site of thiopentone injection, except 
as a last resort. With reasonable skill and patience it should 
be possible, in at least nine cases out of ten, to inject into 
the veins of the dorsum of hand or wrist. (2) If the ante- 
cubital fossa has to be used, then it should be palpated care- 
fully before injection in order to mark out any palpable 
arteries with a skin pencil. (3) If the antecubital fossa has 
to be used, then the selected vein should be palpated before 
and after application of the tourniquet. It is very easy, 
especially in a shocked or hypotensive patient, to make an 
arterial pulsation impalpable by applying a tourniquet, or 
manually compressing the upper arm, with what may seem 
only moderate tension. (4) If the antecubital fossa has to 
be used, the thiopentone solution should be diluted to 24%, 
or the less irritant hexobarbitone substituted—if this is 


tt 

possible. (5) Needless to say, the left arm should be 

whenever possible, in right-handed patients and vice 
Should inadvertent intra-arterial thiopentone injection 
occur in spite of these precautions, then it would save valu. 
able time to leave the needle in situ and give an intra- 
arterial injection of 50 mg. of tolazoline as soon as the 
mistake is recognized. Finally I should like to question 
the rationale behind swathing the affected limb in cottop. 
wool. As the limb is already undergoing intensive yago. 
dilation therapy, surely this can have little effect other 
than to increase tissue temperature, thereby causing ap 
increase in local metabolism and oxygen consumption, 

Would not this have an adverse effect ?—I am, etc., 


Preston. J. A. Lirtie, 

Sir,—We must be constantly reminded of the danger of 
intra-arterial injection of thiopentone, and Dr. Peter Stuart 
(Journal, November 26, p. 1308) is to be congratulated for 
reporting a case. He rightly stresses the necessity for 
immediate and intensive treatment and describes how this 
was successful in his case. I suggest, however, that pre. 
ventive measures should begin before the 2 ml. test dose 
advocated. I adopt and teach the following routine. 

(1) Whenever possible the arm veins are examined and 
palpated the night before operation. The position of the 
brachial artery is verified, and any abnormalities noted, 
(2) In the anaesthetic room the same examination is re- 
peated. (3) A tourniquet is applied, but care taken to see 
that arterial pulsation is not obliterated. A vein is chosen, 
preferably not in the antecubital fossa and only rarely on 
its medial aspect. It is palpated very carefully to ensure 
that it is neither pulsating nor close to an artery. (4) Vene- 
puncture is performed. The tourniquet is released com- 
pletely and the vein again palpated. The needle point may 
with advantage be felt through the thin vein wall to give 
further assurance. (5) Only then is a test injection of 2 ml. 
made. A solution stronger than 5% is never used, and 
24% is the usual strength. 

If thiopentone is to be used then a routine such as this 
is obligatory, and I would stress that it must become a 
routine that is never forgotten however busy one is or 
obvious the vein may look.—I am, etc., . 


London, E.C.1. ROBERT I. W. BALLANTINE. 


Use of Hydrocortisone 


Sirn,—With the general release of hydrocortisone it is 
important for new prescribers to appreciate (1) the 
dermatoses in which it has been shown to be effective, 
and (2) the strength in which it has been shown to be effec- 
tive. In this way therapeutic efficiency and the demands 
of economy will both be satisfied. 

The conditions in which hydrocortisone has been shown 
to be most effective include discoid eczema and some cases 
of pompholyx, contact eczematous dermatitis, infantile 
eczema, otitis externa, ano-genital pruritus, lichen simplex, 
and to a lesser extent Besnier’s prurigo, some forms of 
seborrhoeic dermatitis and of pruriginous ano-genital 
psoriasis. 

When it was first introduced hydrocortisone was supplied 
in 2.5% and 1% strengths, but it soon became clear that 
most patients who obtained relief did so with the 1% strength, 
which had at first been recommended only for maintenance 
therapy. As the 2.5% preparation costs 12s. for 5 g. against 
5s. 3d. per 5 g. for the 1% preparation, the prospects of 
obtaining justifiable yet not parsimonious economy are obvi- 
ous; per contra the drainage of public money if hydro 
cortisone is prescribed in unnecessary bulk and strength 
may be vast. We have recently made trials with hydro- 
cortisone in strengths of 1%, 0.5%, 0.25%, and 0.1%, and 
with the vehicle alone (blind as far as the patients were 
concerned, and in different orders and strengths at the dis- 
cretion of the prescribers). Eighty-four patients suffering 
from one or other of the conditions mentioned above have 
been so treated. Four failed to respond to any strength. 
Of the remaining 80, 17 were only controlled by the 1% 
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preparation ; 31 by the 0.25% preparation ; and 9 by the 
0.1% preparation ; while 1 was relieved by the vehicle alone. 
“It therefore seems that in those patients who respond to 
hydrocortisone in a 1% strength there is more than a three- 
to-one chance that they will also respond to a 0.5% pre- 
aration and an even chance that they will be adequately 
controlled by a 0.25% preparation. In these chronic 
dermatoses for which hydrocortisone is so valuable a trial 
should be given to 0.5% and 0.25% preparations after start- 
ing with the 1% preparation. From time to time the 
threshold of reaction varies in some patients, so that for 
a time they may respond to a 0.25% preparation, whereas 
at another time they may only be controlled by the 0.5% 
preparation. The 0.1% preparation is particularly useful 
as a lotion for more extensive conditions. Hydrocortisone 
can be diluted effectively with a vanishing-cream base: 
triethanolamine, 1 g.; stearic acid, 25 g.; glycerin, 10 g.; 
cocoa butter, 1 g.; cetyl alcohol, 0.5 g.; distilled water, 


= ” 
62.5 ml.—We are, etc BRIAN F. RUSSELL. 


London, E.1. N. A. THORNE. 


Chlorpromazine and Jaundice 


Sir,—We are grateful to Dr. R. H. Boardman for his com- 
ments (Journal, November 26, p. 1327) on our paper (Journal, 
November 5, p. 1122), and his arguments require careful 
examination. Dr. Boardman is concerned, as we were, with 
the nature of the relationship between chlorpromazine 
therapy and the occurrence of jaundice in our patients. He 


‘ points out that our cases differed from those previously 


reported, both in the apparently higher incidence and in the 
earlier occurrence of jaundice. It was these differences and 
our finding that jaundice occurred in a case given only a 
very small dose of chlorpromazine which led to our record- 
ing our own series of cases and obtaining further figures 
of mental hospital patients treated with the drug. We dealt 
with physically ill patients, and we believe that some factor in 
the illness of our patients, some factor which has not as yet 
been defined, is responsible, when taken in conjunction with 
chlorpromazine administration, for the frequent early occur- 
rence of jaundice. Any suggestion that the association in 
these cases was purely fortuitous could of course be very 
difficult to disprove, but it is an explanation which seems to 
us most improbable. Indeed, since our paper was written 
we have come across yet another instance where the admini- 
stration of a small quantity of chlorpromazine to a patient 
with antecedent liver disease was followed by the appearance 
of jaundice. This was a woman of 39 years with congestive 
cardiac failure in whom digitalis caused severe nausea and 
vomiting which was relieved by a single oral dose of 25 mg. 
of chlorpromazine. She received a total of five such doses 
in a period of seven days, when jaundice of obstructive type 
appeared. It seems to us that the difference between our 
findings and those of other authors lies in the difference in 
the kind of case being treated. 

We do not wish to comment on the merits of the sensitiza- 
tion hypothesis to which Dr. Boardman adheres, but we do 
not think our experiences should be disregarded in order to 
suit the hypothesis. Further, of the 39 cases of jaundice 
from psychiatric units which we reviewed, 16 were said to 
have developed jaundice within two weeks of starting chlor- 
promazine therapy. In reply to Dr. Boardman’s other point, 
neither case 1 nor case 2 received methyl testosterone before 
developing jaundice, but case 1 received this drug later with- 
out untoward effect. 

We agree with Dr. Boardman on the need for full know- 
ledge of the potential hazards of chlorpromazine if this 
valuable drug is to be put to the best use. It is for this 
reason that we put our experiences on record and tentatively 
indicated the circumstances when chlorpromazine should be 
used with special care.—We are, etc., 


BERNARD ISAACS. 
J. GORDON MACARTHUR. 


Glasgow, W.2. RHODA M. TAyYLor. 


Sir,—Drs. F. Lanceley and M. G. McEntegart’ suggested 
that many cases now termed “ non-specific urethritis” may 
in fact be due to infection by Trichomonas vaginalis, and 
the paper by Dr. W. E. Coutts et al. (Journal, October 8, 
p. 883) appears to support this view ; but, on the other hand, 
Dr. Willcox’? in a recent review states that the causative 
organism has yet to be discovered and that Trichomonas 
vaginalis among other organisms, such as virus, pleuro- 
pneumonia-like organisms (P.P.L.O.), and spirochaetes, does 
not account for these cases. 

In my paper® in 1945 I suggested that Trichomonas 
vaginalis may account for many cases of non-gonococcal 
urethritis, but subsequent experience has convinced me that 
(1) T. vaginalis infection in the male is comparatively rare ; 
(2) complications both local and systemic do not occur; 
(3) stricture is not a sequel ; (4) there is no specific treatment. 
Coutts et al. agree with my points (3) and (4), but go on to 
state that fibrous stricture is indicative of infection by 
lymphogranuloma venereum. I doubt that such a view 
would be accepted in this country. 

It will be seen that my conclusions (1) and (2) are 
diametrically opposed to those of our Chilean colleagues, 
and in view of the technique followed in all my clinics since 
1942 it is difficult to understand how, if some 68% of non- 
gonococcal urethritis is due to T. vaginalis, I have only 
been able to discover about 5% among my material. The 
technique followed is that all cases of non-gonococcal 
urethritis (and all cases of gonorrhoea treated by penicillin 
in which a residual discharge remains one week after giving 
the drug) are examined not only by stained smears but by 
dark-ground examination of the fresh discharge, and this 
method is carried out at each visit of the patient. In spite 
of few “finds” of T. vaginalis infection I have continued 
this method to date, since I consider that dark-ground exam- 
ination of the discharge in non-gonococcal urethritis will 
not only reveal cases of T. vaginalis infection but will also 
show “ bodies” present in the great. majority of cases diag- 
nosed as “ non-specific urethritis ” which are not revealed by 
any other method. Some of these bodies are P.P.L.O., but 
there are two other characteristic findings: one a very fine 
hair-like structure about 6-8 » in length, and, two, round 
circular bodies varying from 2-6 » in diameter within which 
smaller light-refracting particles are to be noted. The nature 
or the significance of these findings I am as yet unable to 
explain, but of their frequency there is no doubt. 

That arthritis may follow T. vaginalis infection is also 
suggested by Dr. Coutts and his co-workers, quoting in this 
connexion Ford of the Whitechapel Clinic, who in review- 
ing arthritis following urethritis decided that this complica- 
tion was not gonorrhoeal in origin. I have long stated that 
the systemic triad of complications—that is, arthritis, iritis, 
and keratoderma blennorrhagica—has nothing whatever to 
do with gonorrhoea, but that these complications always 
stem from non-specific urethritis and from this infection 
only. The clinical, laboratory, and therapeutic facts which 
support this view are in my opinion incontrovertible, and 
there is no evidence that I can see which points to these 
complications following 7. vaginalis infection. 

If Dr. Joan Whittington (Journal, November 12, p. 1209) 
refers to my paper she will find another reference to multi- 
plication by budding and fission, phenomena observed by me 
to the final division into independent organisms. Staining 
either of the fixed smear by the many methods advocated or 
vitally by fluorescin has been most unsatisfactory in my hands, 
but a new method of demonstrating the organism is at present 
under examination in my department. If the claims of the 
manufacturers are justified it should prove a boon to those 
interested in T. vaginalis, and I hope that it may not only 
show the active organization but also the “ resting phase cell ” 
which I described as occurring at those intervals in the course 
of the disease during which active forms are absent. 

May I close by reinforcing the plea of Dr. Willcox that 
the discovery of the cause of non-specific urethritis is an 
urgent problem, as I am sure that any critical review of 
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rheumatoid arthritis in all its various clinical forms cannot 
fail to convince the observer that the discovery of the infect- 
ing Organism in non-specific urethritis is the first step in the 
elucidation of this group of diseases 7?—I am, etc., 


London, S.E.5. F. L. Lypon. 
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Early Diagnosis of Cancer of the Cervix Uteri 


Sir,—Mr. Malcolm Donaldson, in his article concerning 
the early diagnosis of cancer of the cervix uteri (Journal, 
October 29, p. 1081), remarked that very few figures have 
been published which show the relationship between (a) the 
delay in seeking advice and the stage of the disease, and 
(b) the delay in seeking advice and the five-year results of 
treatment. 

In 1954 we published a brief report’ of an investigation 
into the duration of symptoms before the commencement of 
treatment and the total survival times. 1,553 records of 
patients who were treated at the Marie Curie Hospital for 
carcinoma of the cervix uteri and who were dead at the 
time of the survey have been examined. Such a survey is 
obviously weighted in favour of those patients who did not 
survive long, and therefore should not be used as a source 
of information for unselected cases of carcinoma of the 
cervix, However, it may be useful to report our findings in 
view of the paucity of published data and because our 
selected group is that for which better results must be 
sought. Excluding from the survey those patients with in- 
sufficient details of history of illness and those who, for 
various reasons, did not receive the standard treatment, 
there remain 1,097 cases for analysis. 

The Graph shows the percentage of cases for each stage 
and for all stages having from one up to twelve months’ 
interval between the first symptom and the beginning of 
treatment. Although such figures are subject to the usual 
errors of memory, it is evident that patients with the disease 
in a later stage have, in general, had a longer history than 
those with the disease in an earlier stage, although the 
differences are not very marked. 
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With regard to the second question, the Table shows the 
relationship between delay before treatment and duration 
of illness. We have found, for each stage, a short delay 
(up to six months) in seeking treatment is positively corre- 
lated with a short survival time of less than two years. 

The fact that cases with a long history often do better 
than those with a short history should not be used as an 
argument against the value of early diagnosis, and Mr. 
Donaldson has emphasized this point. Patients with slow- 
growing tumours have, in general, long histories and long 
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survival times, and it is this relationship which is demon- 
strated in the table. It is true also that later stages include 
a disproportionate number of fast-growing tumours, 

At the same time it is worth while remembering that 
when the disease is in a later stage it must have advanced 
from an earlier one. As we have found that, on the whole, 
patients in the later stages had symptoms for a compara- 
tively long time, it should be possible to bring them earlier 
for treatment.—We are, etc., G. GOLDSCHEIDER. 
BABETTE E. STERN. 










Londoa, N.W.3. 





REFERENCE 


! Goldscheider, G., and Stern, B. E., British Empire Cancer Campaign, 
Annual Report, 1954, p. 176. 


B.C.G. Vaccination 


Sir,—I have read with great interest the article by Dr. 
Johannes Guld et al. (Journal, October 29, p. 1048) on 
suppurative lymphadenitis following B.C.G. vaccination. 

The aim of all workers in this field must be to give an 
effective dose, and the optimum dose of vaccine has yet to 
be established. The present method of using the tuberculin 
sensitivity test as an indication of the development of 
immunity leaves much to be desired, and the discovery of a 
simple quantitative test for assessing immunity to tubercu- 
losis would be of inestimable value and should not be outside 
the bounds of human ingenuity to devise. Every thera 
peutic agent of value has unpleasant side effects. If B.C.G. 
is not used there will be no lymphadenitis from this cause, 
but an ineffective vaccination or one producing a very short 
lived immunity will quickly bring the vaccine into disrepute, 
besides being wasteful of medical personnel and the national 
economy. 

As an advocate of a relatively larger dose of vaccine for 
infant vaccinations (as formerly recommended by the Danish 
school) I would like to put forward the following considera 
tions : (1) Such cases of tuberculosis as have been reported 
in spite of B.C.G. are not occurring in the infant group. This 
fact would suggest, not that the infants are receiving ai 
excessive dose, but that the older group are getting an it 
adequate one. (2) At a three-year follow-up the degree of 
allergy in the infant group is infinitely greater than in their 
older siblings vaccinated, with a single dose, at approx 
mately the same time. (3) No ill effect or failure to thrive 
has in any case been attributable to B.C.G. vaccination with 
the larger dose. (4) If a considerably smaller dose of vac 
cine is decided upon, the delay in development of tuberculit 
allergy will increase the difficulty of isolation in infants with 
active tuberculous contacts. 
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The problem of tuberculosis in this country is not an 
academic one but remains a very real evil, and a guide to 
the optimum dose of B.C.G. would be of great value. We 
are fortunate in not having a high proportion of cases with 
suppurative lymphadenitis,’ and I personally would hesitate 
to reduce the amount of vaccine materially for fear of cases 
subsequently developing the disease and this being attributed 
either to the vaccination itself or cause the procedure to be 
branded as useless.—I am, etc., 


Beilast. H. M. PUuRSER. 


REFERENCE 
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Forty Years On 


Sin Reading last week on my eighty-sixth birthday 
Dr. A. H. Morley’s article, “Forty Years On” (Journal, 
December 3, p. 1351), may I say that I have rarely read 
anything in medical journalism so incisive, scholarly, and 
full of wise observation and advice? Having learnt his 
medicine in the London Hospital under Hutchison, he has 
taken to heart the previous teaching of Professor Humphry: 
“Eyes first, and eyes second,” which I remember the old 
professor at Addenbrooke’s used to insist on, though in his 
day blood counts were unknown and x-rays were still in 
the womb of Time. Talking of obstetrics, Dr. Morley 
speaks as a specialist, having gained his spurs with a scholar- 
ship in that subject. He goes on to quote the definition of 
a gynaecologist as a “physician who attempts to cut a 
straight line with a curved pair of scissors.” A kinder 
analogy perhaps would be, “One who sows tares in his 
colleague’s field.” Dr. Morley refers to the triple antigen 
against diphtheria, pertussis, and tetanus rather half- 
heartedly, though practically diphtheria is now no longer 
a fatal disease, and claims that the prevention of tetanus 
lies mostly in the realm of the general practitioner in injuries 
to farmers, gardeners, and players of Rugby football. This 
seems rather an unkind cut against his old hospital, whose 
Rugby team has this year for the first time carried off the 
cup.—I am, etc., 


London, N.W.1. WILFRED Harris. 


Post-partum Haemorrhage 

Sin—I was very interested in Mr. C. H. de Boer’s article 
on post-partum haemorrhage (Journal, November 12, p. 
1187). He reports that the incidence of this condition in 
the years 1950-2 at the London Hospital was 16.5% in 
2,444 vaginal deliveries. It was not the practice at that time 
to administer ergometrine before delivery of the placenta. 

In 1953 Martin and I’ showed that a reduction from 
13.1% to 1.2% could be made in the post-partum haemor- 
rhage rate using intravenous ergometrine with the crowning 
of the foetal head. In 1954 Kimbell’ used intramuscular 
ergometrine and hyalase with similarly good results. For 
one and a half years now I have adopted Kimbell’s tech- 
nique. I feel impelled to write to you because the success 
of the method has proved so excellent. My impression is 
that throughout the country it is not widely employed. I 
suggest, Sir, that it is one of the greatest advances in obste- 
trics of recent years, dnd that its use should be universal 
in both hospital and domiciliary midwifery. With it, post- 
partum haemorrhage, the greatest single factor in maternal 
mortality, is almost eliminated. 

Drs. Russell, Tacchi, and Graham* have pointed out that 
there is a risk to an undiagnosed twin when ergometrine 
is given with the birth of the first twin. In fact, the risk 
is small, as shown by Kurtz et al.,* who gave it in 68 such 
cases without ill effect. May I suggest, Sir, that those who 
consider my statements extravagant try the method ?—I 


J. G. DuMouULIN. 
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Physiotherapy 

Sir,—I have read with interest the recent letter (Journal, 
November 26, p. 1329) from Dr. C, B. Heald and Professor 
Sidney Russ. While I am in agreement with what seems to 
be the main point of their letter—namely, that physiotherapy 
should be placed upon a more scientific and less empirical 
foundation—I should like to have the opportunity of reply- 
ing through your columns to two of the points which are 
incidentally raised. 

To find the answer to the question, “Is there any 
advantage over an ordinary gas fire in the use of special 
apparatus designed to give a supply of infra-red radiation ? ” 
reference should be made to the work of Mendelssohn ef 
al.,’** where it is shown that, although the type of initial 
source of infra-red radiation may be unimportant, the 
method of reflection in order to obtain a homogeneous 
radiation field is of prime importance, and it should be 
obvious from this point of view that a domestic fire of any 
kind cannot be as suitable for the irradiation of the human 
body as a properly designed lamp. 

Secondly, reference is made to ultra-violet light as “ this 
dangerous radiation.” It is to be admitted that an over- 
exposure to a domestic sun lamp can produce the same 
disastrous effects as indiscriminate exposure to natural sun- 
shine on holiday, but one can expect that the average 
individual will use a same degree of common sense with the 
former as with the latter, and it can be stated without fear 
of contradiction that nearly 30 years of unsupervised use of 
sun lamps by the general population of this country, of the 
United States, and of many European countries has not pro- 
duced one serious report of untoward results. 

On the subject of the value of general ultra-violet radia- 
tion, it is not true, as your correspondents seem to suggest, 
that vitamin D production is the only beneficial effect, 
although from this point of view it has not yet been shown 
that vitamin D taken orally will produce the same effects 
as that which is absorbed after irradiation of the skin 
sterols. For a summary of the other effects of general 
U.V.R. treatment Dr, Heald and Professor Russ should 
refer to my own recent book on this subject.*—I am, etc., 


Slough. R. H. BECKETT. 
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“The Private Pestilence ” 


Sir,—I am. not unfamiliar with White’s Treatise on the 
Management of Pregnant and Lying-in Women (London, 
1773) referred to by Dr. W. G. A. Swan (Journal, November 
12, p. 1206). The writings of a number of obstetricians of 
the latter half of the eighteenth century contain the sug- 
gestion that puerperal fever is an infectious disease. I find 
that Alexander Gordon was the first person to produce in- 
controvertible evidence of the transmissibility of puerperal 
fever by doctor and midwife.—I am, etc., 


Newcastle-upon-Tyne, 1, I. A. PORTER. 


Carcinogen in Coal-tar 


Sir,—The recent correspondence relating to the nuisance 
from the exhausts of road vehicles emphasizes the fact that 
no action is taken by the police against road vehicles which 
are, aS your correspondent Professor Lambert Rogers 
(Journal, November 26, p. 1330) states, not oniy a danger 
to health but also a road menace. 

The Motor Vehicles (Construction and Use) Act, 1941, 
Part II, Section 20, states that “every motor vehicle shall 
be so constructed that no avoidable smoke or visible vapour 
is emitted therefrom.” This appears to be explicit, but for 
one reason or another it is not enforced. The hope expressed 
by another correspondent that legislation will be made for 
the compulsory use of some type of filter is, in my opinion, 
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unlikely to be fulfilled. The new Clean Air Bill makes no 
mention of road vehicles nor is there yet a practicable type 
of filter available.—I am, etc., 


Sheffield, 1. LLYWELYN ROBERTS. 


Training of Spastic Children 

Sir,—The letter from Mr. Ian R. Henderson on this sub- 
ject (Journal, November 19, p. 1269) prompts me to rise 
to the defence of Mr. Vosper, of the Ministry of Education. 
Any practitioner who, like myself, meets the families who 
have a cerebral palsied child will be only too aware that 
the parents of such children frequently do labour under 
the impression that their child can be cured or would have 
been curable if treatment had been started in time. I am 
quite sure that all such practitioners would agree with me 
that Mr. Vosper’s appeal for a more realistic approach to 
this great problem was both necessary and timely.—I am, 
etc., 


Liverpool. ALASTAIR M. Brown. 


A Simple Blood-grouping Method 


Sirx,—In a letter to you (Journal, October 1, p. 850) one 
of us (A. A. S.) wrote: “ We have obtained from the Nordisk 
Insulinlaboratorium a supply of [Eldon] cards and are test- 
ing them in our laboratory at the Leeds Hospital for Women. 
When we have investigated a sufficient number of cases we 
intend to publish the results.” 

Eighty-five investigations have now been made with these 
cards. The method has, in all cases, been used in parallel 
with the tube method which is regularly employed in this 
laboratory. The testing has been done by technicians who 
are skilled in serological investigations. We think that this 
point should be emphasized, because Mr. J. T. Rice-Edwards 
(Journal, September 10, p. 681) and others have suggested 
that this procedure is “ quick, simple, and foolproof” and 
that this test might be used on the wards by technically 
unskilled and harassed doctors. 

Briefly our results are as follows: Of the 85 cards, two 
gave. wrong readings in respect of the ABO groups. Four 
gave wrong readings in the Rh typing. In one of these a 
further card was used, and this showed a clear result in 
agreement with the routine method. The serum of one 
patient contained a strong @ antibody. This was not, and 
could not be, shown by the card method. In our opinion, 
this antibody was strong enough to have caused a clinical 
reaction. In seven cases heavy rouleaux formation made 
the result difficult to interpret. It is fair to add by way of 
comment that this phenomenon is well covered by the instruc- 
tions issued with the grouping cards. We include these seven 
cases only to complete our critical appreciation of this 
method. ; 

With Dr. K. Eldon’s letter (Journal, November 12, p. 1205) 
we have no quarrel. In it he said that, of 35,000 investiga- 
tions done, further more detailed investigation had been 
necessary in 20,000 cases. But we do not believe that the 

“use of this method should be extended in the way Mr. Rice- 
Edwards and others have suggested.—We are, etc., 

A. AMBERY SMITH. 

A. COULSON. 

Leeds. 2 J. M. WEBSTER. 


Fluoridation of Water Supplies 


Sir,—A_ statement issued by the Ministry of Health 
(Journal, November 19, p. 1279) reiterates the determina- 
tion of the Ministry to proceed with the practice of fluori- 
dation in four areas. The Minister is said to have devoted 
close study to the relevant American literature, and we 
must assume that both sides of the controversy have 
received his attention, and not only such articles as that 
published last February by B. and J. Mausner.’ It states 


also that the Minister had invited the opinion of the 
Standing Medical Advisory Committee, and that members 
of that body gave their approval, provided that the con- 
centration of added fluoride did not exceed one part per 
million. 


“One part per millior” seems to have become a 








——————— 


hypnotic phrase that appears to lull a good many doctors, 
especially medical officers of health, into apathetic acquies. 
cence. 

With your permission I should like to make three com. 
ments, First, the total amount of fluoride imbibed by any 
one individual cannot be accurately calculated. It is deter. 
mined by the quantity of water, and of foods cooked jp 
water, that he consumes, and it may unwittingly be jp. 
creased because fluorides are in common use as insecticides 
(sprayed on vegetables and fruits), as fertilizers (absorbeg 
into the substance of vegetables), and are sometimes evey 
added to wine. Secondly, in countries—for example, Kenya 
—where fluoride occurs naturally in the water, it cause 
brittleness of the bones and an increased incidence of 
fractures, especially in the young, owing to fluorosis of the 
bones. Thirdly, there is a definite metabolic risk involved, 
inasmuch as fluorine and its salts are potent inhibitor, 
second only to cyanides, of enzymatic action—that is, of 
those enzymes which catalyse the chain reactions of cel] 
metabolism, and enable them to occur, step by step, at 
ordinary body temperatures. 

Much more could be said against fluoridation—in one 
paper there are about 130 references to published investiga. 
tions, mostly adverse—and all that has been said in its 
favour is that it is good fer babies’ teeth. The whole idea 
is so senseless that it seems to me that the alleged motive 
is not the real one.—I am, etc., 


London, W.1. A. RuGoG-Gunn. 
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Carcinoma of Third Part of Duodenum 


Sir,—In the interesting report of the case of carcinoma 
of the third part of the duodenum (Journal, November 12, 
p. 1191), Mr. R. W. Hendry and Dr. R. I. Lewis state that 
the clinical features “‘ were indistinguishable from those of 
pyloric obstruction.” In the case report, however, they 
mention the occurrence of frequent vomiting of bile-stained 
material, which is surely a distinguishing factor from the 
vomitus encountered in pyloric obstruction.—I am, etc., 


Manchester. S. SHUBERT. 





Ban on Heroin 


Sir,—The two recent letters by Dr. A. H. Douthwaite 
(Journal, November 19, p. 1267) and by Dr. Murdo 
Mackenzie (Journal, November 26, p. 1331) have focused 
attention on the fundamental issue behind the ban on heroin, 
which is far more far-reaching than the ban itself. This 
is the loss of freedom for the profession to retain the use 
of a drug which the majority of its practising members, 
as opposed to those who act in an advisory capacity, have 
clearly stated that they regard as necessary to fulfil their 
service to those in pain. It is difficult to see how any doctor 
can allow his professional freedom to be so jeopardized 
without the strongest opposition. Apparently we have 
reached the position where the majority opinion is dit 
regarded in favour of that of the select minority, whos 
clinical vision may weli be limited by the walls of their 
ivory towers.—We are, etc., A. G. DONALD. 

Barnton, Midlothian. LINDSAY WILKE. 












Sir,—In the letters on this subject so far published in the 
Journal 1 do not think that the point has been stressed that 
actually the British Government, through its Minister, is 
imposing this ban so as to “fall in line” with some 9 
other countries, in response to a directive issued by the 
World Health Organization. This body is, of course, merely 
a branch of the United Nations Organization, an inter 
national body the controllers of which cannot be exempted 
from the suspicion (to say the least) of seeking to establish 
a world government by any means in their power. If the 
Government insists on the imposition of the ban it will & 
liable to the charge of being more loyal to an internati 
body than to the medical profession of its own county. 
This would be one more subtle way of stealing the power 
of British sovereignty in favour of an international body 































































| ff Tl S)—lU PO ee eee 








octon, 
ques. 


> COM: 
>Y any 


ked in 


ticides 
sorbed 
S even 
Kenya 


nce of 
of the 
volved, 
ibitors, 
is, of 
of cell 
tep, at 


in one 
yestiga- 
in its 
le idea 
motive 


jUNN. 


d in the 
sed that 
ister, is 
ome 50 
by the 
, merely 
n inter 
xempted 
establish 
If the 

- will be 
national 
country. 
e power 
al body 


Dec. 10, 1955 CORRESPONDENCE Briv1sH 1451 


MEDICAL JOURNAL 





=. ae 
set on obtaining world government. This should therefore 
be resisted to the uttermost. 

It cannot be pretended that the banning of the manu- 
facture of heroin in this couniry is going to reduce addic- 
tion to the drug either in this country or anywhere else. 
Heroin is easily manufactured, and it would be manufac- 
tured and sold on a black market, not by reputable pharma- 
ceutical concerns but clandestinely by undesirable people 
who would give no thought to its proper distribution. Surely 
history fas enough examples to show that to ban the drug 
will have the very effect that the sponsors of the ban wish 
to avoid. Surely it would be better to let the British Govern- 
ment stand on its own feet and make its own decision, after 
properly and fully ascertaining the views on the subject of 
the medical profession as a whole, and not by consulting 
the profession’s “top brass” only. 

I trust that you will be able to publish this letter, as I 
feel that the control of medicine in this country must remain 
in this country and not be directed from New York.—I 
am, etc., 

Bridgwater. J. HANWAY BEALE. 

Sir,—I should iike, if I may be allowed, to underline one 
sentence of Dr. Murdo Mackenzie's letter (Journal, Novem- 
ber 26, p. 1331). He writes: “ The ban on heroin is but 
one sample of what may happen under the prescript of the 
divine right of the Minister of Health.” This is a point 
which has I think not been emphasized nearly enough in 
the recent correspondence on this subject. The acquiescence 
of the medical profession in conceding the right of the 
Minister to prohibit the use of a drug could only be stigma- 
tized as a deplorab!e betrayal of professional ethics. It is 
the first time in this country that such an attempt has been 
made, and, if it is successful, will certainly be succeeded 
by attempts to place, on some pretext or another, other 
drugs on the “ index.” Compared with this aspect the uses 
and dangers of a drug are (in my opinion) of secondary 
importance. The essential thing is to preserve the freedom 
of legally qualified practitioners to make use of any drug 
or method of treatment which, from their knowledge and 
experience, they think to be right. 

Even on the pharmacological side, however, the argu- 
ments in favour of prohibition are weak in the extreme. 
Of course there is never any difficuity in finding a number 
of practitioners who say they get along quite well without 
so and so, but it does not necessarily follow that their 
patients are receiving the best possible treatment ; and the 
same retort is applicable to the assertion that countries 
where the prohibition of heroin is in force get on very well 
without it. In a letter published in The Times of Novem- 
ber 28, Sir Stanford Cade writes that he finds other drugs 
equally as effective as heroin in the relief of pain in the 
last stages of inoperable cancer; he thinks that patients 
prefer heroin because of its euphoric effect. I should have 
thought that anyone would agree that during those last few 
dreadful weeks or months of mental and physical distress 
experienced by such patients the withholding of a drug 
which has this effect would almost amount to cruelty. 

But in actual fact the originators and supporters of this 
ban have almost ceased to defend it on pharmacological 
grounds, and, realizing there is no evidence to support the 
assertion of widespread addiction in this country, are now 
plaintively arguing that we must not let other countries 
down in their efforts to protect their peoples from becoming 
addicts. If heroin addiction is such a terrible menace in 
other countries it is a matter for the governments concerned, 
but I hope the profession in this country will not cease to 
protest (until the ban is removed) against this attempt to 
restrict the freedom of action of its members in the treat- 
ment of their patients—I am, etc., 

Carshalton, Surrey. Cuas. E. THORNTON. 


*.’ The ban on heroin is imposed by the Home Secre- 
tary, guided by any advice he may receive from the Minister 
of Health, who is guided by the advice of his medical 
advisory committee.—Ep., B.M_J. 


Obituary 








H. P. GIBB, M.B., F.R.C.S. 


We record with regret the death of Mr. H. P. Gibb on 
November 21 at his home at Gerrards Cross, Bucks, at 
the age of 77. For many years he was surgeon to the 
Central London Ophthalmic Hospital. ; 

Harold Pace Gibb was the son of the late Mr. James 
Gibb, M.P. for Harrow, and was educated at St. Paul’s 
School and Sidney Sussex College, Cambridge. After 
obtaining a first in the Natural Sciences Tripos in 1900 
he went on to St. Bartholomew’s Hospital, qualifying 
M.R.C.S., L.R.C.P. in 1904. He was admitted F.R.C.S. 
two years later, and took 
the M.B., B.Chir. degrees 
in 1907. After qualification 
he acted as house-surgeon 
to the late Sir D’Arcy 
Power at Bart’s and then 
as house-physician at the 
Brompton Hospital for 
Diseases of the Chest. 
Even at that early stage 
he had developed an 
interest in ophthalmology, 
but, not wishing to confine 
himself to a study of that 
subject alone, he spent two 
years at the National Hos- 
pital for Nervous Diseases, 
first as house-physician and afterwards as resident medi- 
cal officer, and so gained experience of special value to 
an ophthalmologist. Gibb then began to give the whole 
of his attention to his chosen specialty, being appointed 
surgeon to the Central London Ophthalmic Hospital 
and, later, ophthalmic surgeon to the West London 
Hospital and the Victoria Hospital for Children, 
Chelsea. 

In the early days of the first world war Gibb 
endeavoured to enlist as a combatant. Some months 
later he joined the R.A.M.C. and was sent to Mesopo- 
tamia, where he came into contact with Sir Victor 
Horsley, whom he had known at Queen Square, and 
whose funeral at Amara he attended. On returning 
from the Middle East he was posted to the 24th General 
Hospital at Etaples, where with Mr. Frank Juler and 
others he was responsible for the eye work over a wide 
area. After the war he returned to his practice in Harley 
Street and gave all his energies to hospital and private 
work. Gibb did not contribute much to the literature 
of his subject, but his name is attached, together with 
that of the late F. E. Batten, to myotonia atrophica, 
which they first described in Brain in 1909. On the out- 
break of the second world war in 1939, when the 
hospitals became depleted of their younger workers, he 
returned to the heavy routine work of the Central Lon- 
don Ophthalmic Hospital and continued there until the 
end of the war. 

We are indebted to Mr. R. Foster Moore for the 
following appreciation : 


H. P. Gibb was possessed of a brilliant intellect and had 
an enviable flair for ball games. He played cricket for his 
school and for his college, and his golf was a delight to 
watch. He was very diffident about his ability as a golfer, 
as indeed he was with regard to all his accomplishments, but 
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I am told by those competent to judge that had he cared he 
could have had a handicap on the plus side. I possess a 
delightful little water-colour which he did for me in less 
than half an hour. He was an avid reader, his particular 
source of books being the London Library. 

His clinical acumen and judgment were of the first order. 
He did not set out to gather much private practice, and was 
a source of distress to his secretary in the matter of fees. 
I suspect that he saw half of his private patients for nothing. 
His great interest was in his hospital work, and especially 
in his children’s hospital, and one needs to remind oneself 
that in those days no payment was attached to any such 
work. A strong vein of altruism ran through all his 
doings. 

What a delightful companion he was. He was at his best 
in an intimate gathering, such as a hospital mess, where 
banter and leg-pulling had free play. The company seemed 
incomplete without him. Someone would say, “ Hullo, here 
comes Gibb” (always pronounced “ Jib”), with the per- 
fectly sincere implication that we should now learn the 
truth of some matter under discussion. We generally did. 
Gibb was admired for his knowledge and ability, respected 
for his transparent ingenuousness, and held in most affection- 
ate regard by any who could say they knew him. 


W. J. E. LUPTON, O.B.E., B.M. 


Dr. Walter Lupton, who died at Oxford on November 
27 at the age of 84, was a remarkable man who had had a 
most unusual career, for, having spent half a lifetime 
abroad in one profession, he came back to England to 
qualify in, and to practise, another—medicine. Born on 
May 30, 1871, at Clapham, Surrey, of yeoman farmer 
stock, Walter James Edwin Lupton was educated first 
at the Aldgate Ward School in the City of London— 
where, incidentally, he was a chorister in two City 
churches—and later in the City of London School, from 
which he went up to New College, Oxford, on a 
science scholarship. For a time he seemed to waver 
between science and classics, in both of which he was 
interested, but finally decided to read the latter, though 
retaining an interest in the former. After taking his 
degree in classics, with first-class honours, in 1893, he 
entered the Indian Civil Service, having obtained a high 
place in the entrance examination, and proceeded to 
India in 1894. There he served in the United Provinces 
for 26 years, when, owing to domestic reasons, he 
retired from the service in 1920. In India his service was 
of varied type, ranging from district and revenue settle- 
ment work to employment in the Government secre- 
tariat and the Board of Revenue—a career described as 
“ brilliant” by Lord Meston, one of the governors under 
whom he served. For his service in India he was 
appointed O.B.E. 

On his return to England, Lupton “submitted him- 
self,” as he was wont to say, “ to the rigours of training 
in medicine,” and obtained the M.R.C.S., L.R.C.P. and 
the B.M., B.Ch. (Oxon) in 1924, at the age of 53, having 
acquired in the process from his youthful co-students the 
appellation of “ The Old Bean in a Hurry.” After quali- 
fying, he served in the Radcliffe Infirmary, Oxford, first 
as casualty officer and then as house-physician. He then 
settled in north Oxford, where very soon he had a large 
private practice. With this he combined work at the 
Radcliffe Infirmary, where for many years he was 
clinical assistant in the ear, nose, and throat department 
and second in command to Dr. William Duigan as 
official anaesthetist. He was also anaesthetist to the 
dental department of the Radcliffe and to the Oxford 
Eye Hospital. 


a 

In 1936 the British Medical Association held jg 
Annual Meeting at Oxford, and in its preparations and 
organization Dr. Lupton gave useful help. He wag 4 
member of the general committee, and also chairman of 
the hotels and lodgings committee, the work of which 
was described in the final report of that meeting 4, 
having been “conducted with superb efficiency.” } 
was also for some thirteen years a member of the 
executive committee of the Oxford Division of th . 
Association, and from 1942 to 1945 was its hono 
secretary. When the local committee of civil defeng 
was making its precautionary plans and requesting the 
B.M.A. to say what medical manpower it could supply 
in the event of war, Dr. Lupton was appointed emer. 
gency medical officer at Oxford in 1937, and later, when 
war had broken out, he became secretary of the local 
medical war committee and conducted its activities ungij 
1947. At the same time he was deputy group officer 
from the summer of 1940 until 1945. In addition he 
served on a number of ad hoc committees. 

In 1943 Lupton had a breakdown, due to coronary 
thrombosis, which incapacitated him for many weeks, 
but on recovery he carried on, though having to curtail 
his activities. A busy life left little time for writing 
Nevertheless he was able to contribute a number of 
letters, notes, and articles to sundry papers and 
periodicals, including this Journal, the Lancet, th 
National Dictionary of Political Economy, and the 
Journal of the Royal Asiatic Society, in which he wrote 
much on Buddhism—a subject in which he was greatly 
interested and to which he devoted much study in India 
and Ceylon. His interest in Buddhism began while he 
was an undergraduate at Oxford, where he taught him. 
self Pali and Sanskrit in order to read the Buddhist scrip. 
tures in the original. Since his retirement in 1947 he 
““ amused himself,” as he said, by writing a chapter-and- 
verse record, against the background of great naticnal 
and international happenings, of how the local medical 
profession rose to an emergency—a record described in 
this Journal as “a first-class piece of local history anda 
very fine job of work.” So “Luppy,” as he was affec- 
tionately called, has left behind him an honoured name 
and a record of high endeavour and achievement. To 
those of us who knew him there remains the memory 
of a cultured, wise, and very kindly gentleman. In 190 
he married Sybil, daughter of Major-General Fendall 
Currie. Mrs. Lupton died in 1932, and the two 
daughters of the marriage survive him.—R. McC. 




















Dr. C. H. Dyer died on November If at his home a 
Tunbridge Wells, where he was in practice for 30 years 
until his retirement in 1937. He was 86 years of age. 
Charles Harold Dyer was a student at Aberdeen University, 
where he graduated M.B., C.M. in 1895, being awarded the 
bronze medal at the senior surgical examination, and pre 
ceeded to the M.D. two years later. After graduation he 
was in practice at Cleckheaton, Yorkshire, where he had 
charge of the smallpox hospital. In 1906 he obtained the 
Manchester D.P.H. and moved to Tunbridge Wells, being 
one of the few doctors to start there by putting up bb 
plate. Eventually he built up a large enough practice 
necessitate the taking of a partner in 1923. For many yeas 
consulting physician to the Kent and Sussex Hospital and 
medical officer to the Post Office, Dr. Dyer was also lecturet 
in hygiene at the Tunbridge Wells technical institute. He 
was an honorary life member of the St. John Ambulast 
Association and a member of the British Red Cross Society, 
for both of which he was a lecturer and an examiner, A 
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an 
member of the British Medical Association for 60 years, 
he was chairman of the Tunbridge Wells Division in 1928-9. 
He was vicar’s warden at St. John’s Church for a number of 
years. In his younger days he played golf, tennis, and 
cricket, and he was a keen bridge player. One of the 
typical family doctors of the old school, he was a hard 
worker and an extremely loyal partner. His married life 
was singularly happy and -harmonious, and he had a long 
and enjoyable time of retirement until about two years ago, 
when his health began to fail. He leaves a widow and one 


son.—A. S.-G. 


Dr. R. W. Davies, who was in practice at Rushden, 
Northamptonshire, for many years, died in London on 
November 12 at the age of 70. Reginald Wynyard Davies 
was born at Waters Upton, Shropshire, on April 27, 1885, 
the fifth son of the Rev. J. B. Davies, and was educated at 
Hereford Cathedral School. One of his brothers is the 
Right Rev. Stephen Harris Davies, who was Bishop of 
Carpentaria, Queensland, from 1922 to 1949, and another 
is Admiral Sir Arthur J. Davies. R. W. Davies studied 
medicine at Edinburgh and graduated M.B., Ch.B. in 1911. 
Two years later he settled in practice at Rushden, becoming 
the partner of the late Dr. C. R. Owen, whose daughter he 
married in 1917. During the first world war he served in 
the R.A.M.C. in France and Mesopotamia. After the war 
he returned to Rushden, and a year or so after the death 
of Dr. Owen in 1933 Dr. Davies was joined in partnership 
by Dr. B. W. Paine, which proved as happy an association 
as had been the one with Dr. Owen. In addition to the 
work of his practice, Dr. Davies became a divisional surgeon 
in the St. John Ambulance Brigade and was certifying factory 
surgeon for the district. He was chairman of the Rushden 
Urban District Council in 1944-5, and for many years was 
secretary of St. Mary’s parochial church council. A keen 
golfer, he had been secretary and president of the local 
club, the members of which have a permanent memorial of 
him in the Davies cup, which he presented to the club for 
competition. Although Dr. Davies left Rushden for Kings- 
land, Shrewsbury, in 1945, when his state of health forced 
his retirement from practice, the news of his death brought 
many sympathetic references from old patients in Rushden, 
where he was a much-respected figure. He is survived by 
his widow and daughter. 





Medico-Legal 








INJECTION WITHOUT CONSENT 
[FROM OUR MEDICO-LEGAL CORRESPONDENT] 


In 1951 Mrs. Odam, of Beccles, was told by Dr. Ian M. 
Young, of the Lowestoft and North Suffolk Chest Clinic, 
that it was desirable that all her children should have a 
check, but she never expressed her agreement. In 1953 her 
son John was sent to the clinic for a Mantoux test, and 
his elder brother George, then aged 15, was sent with him 
to look after him. When John was injected George was 
also injected, though against his will and without his parents 
having consented or been asked to consent. After the injec- 
tion he suffered from psoriasis. 

George, through his father, George Stanley Odam, a head- 
master, brought an action against Dr. Young and the East 
Anglian Regional Hospital Board for assault, negligence, 
and breach of duty, which was tried in the Norwich County 
Court. Judge Carey Evans found that there was no negli- 
gence in the giving of the injection, even though George was 
known to suffer from asthma. He found, however, that 
neither parent had ever consented to the injection being 
given to George, and that they would not have done so if 
asked without the agreement of their family doctor, who 
would not have agreed. The injection therefore constituted 





* Beccles and Bungay Journal, November 25, 1955. 


an assault by Dr. Young, for which the hospital board was 
responsible. 

Awarding 25 guineas damages for the assault itself, the 
Judge said he must assess these at more than the money 
value of a mere pinprick.' While he was quite sure that 
the doctor was acting in what he thought was the boy’s best 
interests, even in these days an individual was not forced 
to submit against his will to some substance being injected 
into his body just because someone in authority thought it 
was good for him. He accepted the evidence of Dr. C. F. 
Bunting, registrar in the skin department of Norfolk and 
Norwich Hospital, that the psoriasis had developed as a 
result of the injection, although it was unlikely and rare 
that it should do so. Psoriasis was unpleasant and irritat- 
ing, and had upset the boy’s temper and made him feel an 
outcast. For the psoriasis, being damage flowing from the 
assault, he awarded George £200 damages. 

The National Health Service has not altered the funda- 
mental principle that for a doctor to treat someone without 
his consent, or a minor without his parent’s consent, except 
in an emergency in which circumstances prevent its being 
given and it will be presumed, is an assault at common law. 
It exposes him to the risk of an action such as this, wholly 
irrespective of any question of negligence. 





Medical Notes in Parliament 








BAN ON HEROIN 


The Government has declared its intention to main- 
tain the ban on heroin. In a statement to the House of 
Commons on December 1 the Home Secretary said they had 
given most anxious and sympathetic consideration to all 
aspects of this very complex problem, including the experi- 
ence of other countries. It was the Government’s view that 
the proposed ban should be maintained, but they would of 
course keep its working under constant review in the light 
of experience gained. 

The statement was made in answer to a string of seven 
questions by Mr. SOMERVILLE HASTINGs (Barking, Lab.), Mr. 
RIcHARD Woop (Bridlington, Con.), Mr. Davip Price 
(Eastleigh, Con.), Mr. RONALD RUSSELL (Wembley, South, 
Con.), Dr. REGINALD BENNETT (Gosport and Fareham, Con.), 
and Dr. A. D. D. BROUGHTON (Batley and Morley, Lab.). 
Mr. Hastincs asked for reconsideration of the proposed ban, 
calling attention to representations from authoritative 
sources about the value of heroin, particularly in affec- 
tions of the lung. Mr. Price asked for reversal of the 
decision in view of the protests of practising clinicians. Dr. 
BENNETT asked if the Home Secretary was still satisfied, in 
view of the widely expressed concern among practising 
doctors, that there were adequate reasons for stopping the 
use of heroin. Dr. BROUGHTON asked for withdrawal of 
the ban, as there was no adequate and effective substitute ; 
and also whether, in view of the B.M.A. representations 
that many doctors were alarmed at the prospect of the drug 
not being available for patients who needed it, a limited 
amount could be manufactured for medicinal use within 
the United Kingdom while prohibiting imports and exports. 

None of these questions was reached during the hour 
allotted for questions, and the reply was therefore in written 
form. It stated: 

“The possibility of dispensing with the use of heroin was 
considered as long ago as 1950, when the Minister of Health and 
the Secretary of State for Scotland were advised that it would be 
justifiable to prohibit the use of heroin in Britain if international 
agreement were reached to prohibit the manufacture of heroin. 

“In July, 1954, the United Nations Economic and Social 
Council adopted a resolution urging all Governments to prohibit 
the manufacture, import, and export of heroin except for such 
small amounts as might be necessary for scientific purposes. In 
December, 1954, the Minister of Health consulted his advisory 
bodies and was informed that they concurred with the Govern- 
ment’s proposal to accept the Economic and Social Council’s 
resolution. 
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“On February 18, 1955, I announced in the House my decision 
not to grant further licences for the manufacture of heroin after 
December 31, except in respect of small quantities needed for 
scientific purposes, or for the manufacture of nalorphine. It 
was not until April that a number of letters appeared in the 
Press disapproving of the decision, and the first indication that 
the British Medical Association was opposed to the decision 
reached the Minister of Health in May. 

“On July 11, with the Minister of Health and the Joint Under- 
Secretary of State for Scotland, I received a deputation from the 
British Medical Association and discussed the matter very fully. 
I subsequently gave the most careful consideration, in consultation 
with the Minister of Health and the Secretary of State for 
Scotland, to the representations which the deputation had made. 
As my colleagues adhered to the advice they originally tendered 
to me after consulting the expert bodies who advised them on such 
matters, I decided that I must maintain my decision not to permit 
the general manufacture of heroin after the end of this year, and 
I so informed the British Medical Association on October 17. 

“The Government has given most anxious and sympathetic 
consideration to all aspects of this very complex problem, includ- 
ing the position and experience of other countries. It is our 
view that the proposed ban should be maintained, but we will, of 
course, keep its working under constant review in the light of the 
experience gained.” 


Desperately Difficult Decision 


The Minister of Health was questioned in the House on 
December 5, and stood firmly by the decision, which he 
described as a desperately difficult one for any Government 
to take. He did say that he was anxious to carry medical 
and public opinion with him, and undertook to this end to 
consider publishing a White Paper setting out the argu- 
. ments. 

The subject arose on a question by Dr. A. D. D. 
BROUGHTON asking whether, in view of the opinion having 
been expressed by a number of practising doctors to the 
effect that the Minister had been ill advised on the thera- 
peutic value of heroin, he would alter the composition of 
the Medical Advisory Committee by including among its 
members a pharmacologist. Mr. MACLEop answered that 
the Standing Medical Advisory Committee already included 
a distinguished member with both pharmacological and 
clinical experience. 

Dr. BROUGHTON said the decision to ban the manufacture 
of heroin had shocked many members of the medical pro- 
fession and had caused serious concern among the public. 
Would he consider altering the constitution of the com- 


mittee by adding other distinguished pharmacologists, so’ 


that the committee would have among its members a body 
of individuals who understood the value of drugs? Mr. 
MACLEOD replied that there was already one on the com- 
mittee—Sir David Campbell, president of the General 
Medical Council, who recently reaffirmed his views. He 
added a quotation from the British Medical Journal of 1949 
(January 15, p. 107) on this subject: “ Pharmacological 
opinion has long held that the social dangers of heroin over- 
shadow its therapeutic importance.” It might be, therefore, 
that if the membership was increased in the way Dr. 
Broughton suggested they would get an even more definite 
expression of opinion. 

He stated, in answer to Sir RoBerT Bootusy (East Aber- 
deenshire, Con.), that the giving of advice on a drug’s 
therapeutic value was the sort of requirement which clearly 
came within the sort of matters which would normally be 
referred to the committee. 

Mr. SOMERVILLE HASTINGS asked whether the Minister 
was aware that, while the work of the consultants, who 
were so well represented on the committee, was to confirm 
or make diagnoses and indicate a line of treatment, the 
carrying out of that treatment and the relief of symptoms 
such as pain and cough was often the responsibility of the 
general practitioner. Ought he not to have consulted the 
general practitioners more fully before taking this step ? 
Mr. MActeop: Indeed, the general practitioners are ex- 
tremely well represented on this committee, which includes 
three members of the Council of the British Medical Asso- 


ciation. All these matters were carefully taken into a 

by this committee, which at the time of this 
recommendation included no fewer than 19 members who 
had active clinical experience. 

Dr. EpitH SUMMERSKILL (Warrington, Lab.): Is it Rot a 
fact that the members of the committee, representing ag 
they do the pharmacologists, general practitioners, sur, 
and physicians, were unanimous in their recommendation 
to the Minister—(cries of “No”)—and that similar com. 
mittees in 54 other countries have made similar recommend. 
ations to their governments, and their decision has 
accepted? Mr. MACLEoD: Yes, it is true that this distin. 
guished committee were unanimous in the opinion that 
gave to the Government, and it is equally true that in the great 
majority of countries such committees have tendered similar 
advice in similar circumstances. All the same, I do not 
want to pretend anything other than that this decision is 
a desperately difficult one for any Government to take, and 
I recognize that there are sincere differences of opinion on 
the matter. 

In reply to Sir JoHN Crowpver (Finchley, Con.) he said 
that this subject had been referred by four Ministers of 
Health of different parties to this same advisory committee 
over a period of five years. It had never been suggested 
until the last few days that this body was other than the 
correct body to which the subject should be referred, 

Air-Cdre. Harvey (Macclesfield, Con.) asked the Minister 
to take into“account the serious views of certain sections 
of the medical profession and the public. In America, where 
this drug has been prohibited, there were something like 
100,000 drug addicts compared with 53 in this country, 
Would he delay this matter and look at it again? Mr. 
MACcLeEop replied that responsibility in this matter rested 
fairly upon the Government, and they would not wish to 
put it on to any other shoulders. They had most carefully 
and with great sympathy considered all these matters. Con- 
cerning experience in America, he had been in communica- 
tion with the Surgeon-General there, and he had received 
his opinion that day by letter that there were adequate 
alternatives available for use by clinicians. 

Mr. F. BELLENGER (Bassetlaw, Lab.) asked if the Minister 
could state specifically that there was a suitable substitute 
for this drug. Mr. Macieop: All one can say on this, 
which is to some extent in dispute, is that we have taken 
the best medical advice that we can find—(cries of “ No”}- 
and that is the general opinion. I would recommend 
members who are interested in this matter to read the article 
on the alternatives which is in this week’s Lancet. I would 
add, what I am not sure that everybody realizes, that we 
produce in this country not a small quantity but over 70% 
of the heroin of the world. 

Mr. HERBERT Morrison (Lewisham, South, Lab.) sug- 
gested that the Minister might produce a White Paper in 
which the various issues could be canvassed and arguments 
set out, and the conclusions of the Government stated. 
Mr. MAcLeop said he was very ready to consider this. It 
was not a question of pure black-and-white in which you 
could say finally one opinion was right or another was right. 
In the last resort it was a matter for judgment, and therefore 
decision by the Government. He was anxious to cafry 
public and medical opinion with him, and any way he could 
take to make people better informed he would be glad to 
consider. (Cheers.) 


Comment in the Lords 


After a corresponding statement in the House of Lords 
by Lord MANcrort, Under Secretary at the Home Office, 
Viscount ELIBANK commented that it was not the whol 
story, although it would provide food for debate. He asked 
that before the debate took place on December 13 the 
Government should give the most careful consideration 
the interests of patients, the mitigation of whose sufferings 
ought to be one of the cardinal points in the controversy. 
It was a point sometimes too readily forgotten by some of 
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those who favoured the ban. He spoke as one who during 
weeks of agony had experienced the beneficial results of 
heroin, for which in the opinion of his eminent physician in 
Edinburgh, Dr. A. B. Flett, there was no adequate or 
equal substitute. Lord MANCROFT assured him that the 
suffering of patients was foremost in the minds of the Gov- 
ernment when the matter was considered. Lord Jowett 
expressed his hope that the possibility of limiting the ban 
to the export of heroin would be considered. 

Lord HapeN-GUEST said that the bulk of the best medical 

opinion in Britain was in favour of the ban. The produc- 
tion and use of heroin was a world problem, and heroin 
had already been banned by 54 nations. Was it not desir- 
able that we should follow suit, thus giving a lead towards 
the disuse of a drug that was not essential and could be 
replaced by other drugs ? Lord MANcrorT said those views 
commanded a certain respect, but were controverted by 
others. He repeated the opinion he had expressed earlier 
that it would be better to leave the subject till the 
debate. 
‘ Lord KINNAIRD said he believed that in the first instance 
the British Medical Association was not consulted. A 
deputation was received at a later date, but from what he 
had seen in a report in The Times on November 23 and a 
subsequent letter the B.M.A. was not fully consulted. 
Could it not be ensured that when there were questions 
affecting them such bodies were always consulted as a 
matter of course ? Lord MANCROFT replied that whether or 
not the B.M.A. was -consulted was a matter of acute con- 
troversy. That would be one of the aspects which would 
undoubtedly be discussed in the debate. He would confine 
himself to saying that the Government adhered firmly to 
the view that they took all the consultations that they 
properly should have taken. 


The Right Body to Consult 


There have been some other questions. Dr. BROUGHTON 
asked thu Minister of Health on December 1 whether, in view 
of the:concern that had been expressed by many members 
of the medical profession, he would take steps immedi- 
ately to consult practising doctors as a whole on the 
wisdom of banning the drug. Mr. IAIN MACLEOD stated that 
before advising the Home Secretary he consulted, as did his 
predecessors, the Standing Medical Advisory Committee, 
which included the most highly regarded medical opinion 
in the country. This committee when it considered the 
problem had among its members 19 doctors who were in 
active practice. He was sure this was the most suitable 
body to consult. 

Major LLoyp-GeorcGe stated in a written reply to Dr. 
BROUGHTON on December 2 that heroin was not imported 
into the United Kingdom. Exports in the 12 months end- 
ing September 30 this year were valued at £261. 





Beds for Pulmonary Tuberculosis 


Mr. HastTINGs asked the Minister of Health on Novem- 
ber 29 how many beds were reserved for patients with 
pulmonary tuberculosis in hospitals and sanatoria under the 
control of his department and approximately how many of 
these were unoccupied ; and for how many patients with 
pulmonary tuberculosis contractual arrangements existed 
with disclaimed institutions. Mr. MACLEop informed him 
that at December 31, 1954, the latest date for which informa- 
tion was available, 32,593 beds were reserved for patients 
with respiratory tuberculosis. The number of beds un- 
occupied at the same date was not available, but 28,227 
beds were occupied on average during 1954. In addition, 
989 such beds were occupied on average under contractual 
arrangements during 1954. 

He also told Mr. P. REMNANT (Wokingham, Con.) that 
the notifications of tuberculosis in England and Wales in 


the past three complete years were: 1952, 48,093; 1953, 
46,546 ; and 1954, 42,348. 

The SECRETARY OF STATE FOR SCOTLAND ahnounced on 
November 30 that the arrangements for treatment of 
Scottish tuberculosis patients in Swiss sanatoria were to 
be terminated. 

He said that when, last March, the scheme was reduced 
the Scottish waiting-list for hospital treatment for respira- 
tory tuberculosis stood at about 500, after having fallen 
from about 2,000 over a period of 12 months. This wel- 
come trend had continued; the number waiting was now 
about 180, most of whom were waiting so as to get into 
sanatoria near their homes. At the same time there had 
been a considerable increase in the number of unoccupied 
staffed beds for respiratory tuberculosis above a normal 
working margin. Of 6,049 staffed beds at September 30, 
856 were unoccupied, 401 of these being in the western 
region. The 120 beds retained at the Sanatorium du Mont 
Blanc had been used for patients from Glasgow, Renfrew- 
shire, Dunbartonshire, and Stirlingshire. The chest physi- 
cians in these areas reported that they were able to offer 
beds in Scotland to all their tuberculous patients who require 
hospital treatment. It was therefore clear that they could 
now decide, without prejudice to the treatment of Scottish 
patients, to bring Swiss arrangements to an end, and this 
decision was being conveyed to the authorities of the Mont 
Blanc Sanatorium. Patients in that sanatorium would be 
able to remain there as long as their medical treatment 
required. Since the scheme began in June, 1951, 1,043 
patients had gone to Switzerland ; this had been of material 
assistance at a time when resources in Scotland were 
insufficient to cope with the need. 


Reciprocation in the Commonwealth 


Mr. JOHN HALL (Wycombe, Con.) asked the Minister of 
Health on November 28 what reciprocal arrangements 
existed for medical treatment within the Commonwealth. 
Mr. MACLEOD stated that under Australian legislation free 
medical treatment was available to various classes of 
pensioners and their dependants. A reciprocal agreement 
with the Australian Government enabled citizens coming 
from the United Kingdom to Australia to qualify for such 
pensions, and hence for free medical treatment, by virtue of 
their United Kingdom insurance. United Kingdom citizens 
in New Zealand received medical treatment on the same 
terms as New Zealand citizens, although there was no 
formal reciprocal agreement to that effect. 


Posts in Malaya 


Mr. R. SORENSEN (Leyton, Lab.) asked the Secretary of 
State for the Colonies, in view of the shortage of doctors 


_in Malaya, what further efforts were being made to recruit 


doctors from the United Kingdom. Mr. LENNox-Boyp 
replied on November 30 that there were only seven current 
vacancies which he had been asked to fill in the medical 
department of the Federation of Malaya. They were for 
three radiologists and four health officers. There was a 
shortage of doctors in these specialties in this country as 
well as overseas. The posts were ‘being persistently 
advertised. 


Vegetable and Fruit Sprays 


Mr. E. L. MALLALIEU (Brigg, Lab.) asked the Minister of 
Agriculture, Fisheries, and Food if he would make a state- 
ment on the chemical contamination of vegetables and fruit 
by sprays. Mr. HEATHCOAT AMory said on December 1 
that this subject was being studied by the inter-departmental 
advisory committee, set up last year, on poisonous sub- 
stances used in agriculture and food storage; and certain 
aspects were under consideration by the metallic contami- 
nation subcommittee of the Food Standards Committee. 
The Food and Drugs Acts prohibited the sale of food con- 
taining substances which rendered it injurious to health or 
unfit for human consumption. 
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Service Hospitals 


Colonel Stoppart-Scott (Ripon, Con.) asked the Minister 
of Defence on November 30 if, in order to save public 
money and manpower, he would consider taking under one 
authority the Naval, Army, and Royal Air Force hospitals 
at home and overseas. Mr. SELWYN LLoyp replied that 
Service hospitals formed part of the Medical Services which 
had been under examination by Lord Waverley’s committee. 
Mr. SHINWELL (Easington, Lab.) said that when he was 
Minister of Defence he made a beginning with the co- 
ordination of hospital and other services. Could not a 
great deal in money and manpower be saved in that way ? 
Why should there be any differentiation in respect of hos- 
pital services among the three Service Departments ? 
Mr. LiLoyp said he was a little surprised at that, because 
the amalgamation of the medical services was rejected by 
the Labour Government in 1948. The Conservative Govern- 
ment set up the Waverley Committee, and its report must be 
examined before they took further action. 


Effects of Noise 


On December 2 the House of Commons had an incon- 
clusive debate on noise, on a private member’s motion, in 
which Sir Lionet HeaLp (Chertsey, Con.) noted with con- 
cern the detrimental effect of noise and vibration on health, 
well-being, and efficiency, and urged the Government to 
give careful attention to the importance of research and 
education and the need for more effective measures to pro- 
tect the public. Sir Huca Lucas-Tootu, Under Secretary, 
Home Office, pointed out that the motion concerned most 
departments and the Government as a whole. He said there 
was no medical evidence to support any suggestion that the 
general background of noise had any effect on health or 
efficiency. The Medical Research Council had considered 
whether it was a matter that could be made the subject 
of research, but had concluded that it was too intangible 
for any measurable results to be obtained. Such research 
that could be carried out was concerned with noisy occupa- 
tions. Investigations were being carried out and were 
expected to throw light on the more general psychological 
effects of noise in factories. Inquiries made by the nursing 
and medical officers of the Ministry of Health when visit- 
ing hospitals showed there was evidence that much had 
been done to minimize noise in hospitals. 


Poliomyelitis Vaccines 


Mr. A. BLENKINSOP (Newcastle-upon-Tyne, East, Lab.) 
asked the Minister of Health on December 5 whether he 
would make a further statement on the use of vaccine 
against poliomyelitis, in view of the recent international 
support for the Salk preparation. Mr. MACLEop said that 
later this month he hoped to receive information from the 
Medical Research Council and advice from a special com- 
mittee of the Central and Scottish Health Services Councils 
on the safety and efficacy of two vaccines now being pro- 
duced in this country, and the use to which they might be 
put. He could not at this stage indicate what decisions 
would be made, but he would make a further statement 
as soon as possible. 





N.H.S. Taxation.—The increased cost to the Health Service of 
the increases in taxation will be, very roughly, about £1,000,000 
a year. 

Pneumoconiosis.—In the 12 months ended June, 1955, there 
were 14,737 preliminary x-ray examinations following fresh 
pneumoconiosis claims; and 9,596 clinical examinations by 
medical boards, of which 5,987 cases were diagnosed as pneumo- 
coniosis. 

Rabies.—Since 1900 there have been seven cases of rabies re- 
corded in Britain, two in 1902 and one each in 1910, 1911, 1946, 
1947, and 1955. 

Mental Iliness Inquiry.—It is expected that the Royal Commis- 
sion on the Law relating to Mental Illness and Mental Deficiency 
will report some time next year. 
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Salk Vaccine in U.S.A. This Year 


Preliminary reports of this year’s inoculations with the Sai 
vaccine show that the results are “ encouraging,” acco 

to a paper by Drs. A. D. Langmuir, N. Nathanson, ang 
W. J. Hall, prepared for meetings of the American Public 
Health Association on November 15. Data have been 
analysed from 448,569 children aged 6-10 vaccinated jp 
1954 or 1955 or both years and 282,000 unvaccinated ghij. 
dren. The rate of paralytic poliomyelitis in the whole 
inoculated group from May 21 to October 21, 1955, was 49 
per 100,000, and in the unvaccinated group 20.9. The rate 
of non-paralytic poliomyelitis in the vaccinated group was 
28.5 and in the unvaccinated group 39.4. Of the 169,17 
children who received two doses of vaccine this year ang 
none in 1954, 3.0 per 100,000 suffered paralytic poliomyelitis 
and 23.1 non-paralytic. Of the 23,370 children who wer 
vaccinated in 1954 and received a booster dose in 1955, none 
suffered paralytic poliomyelitis and 8 (38.2 per 100,000) non. 
paralytic poliomyelitis. 

Confirmation of the vaccine’s effectiveness comes from a 
study of the age distribution of cases.. A sharp reduction in 
the rates of paralytic disease was observed in 33 states among 
children aged 7 and 8 in comparison with expected rates, 
while no such reduction was noted at other ages. 

A total of 204 cases of poliomyelitis with 11 deaths ar 
known to have occurred this year in association with vaccine 
manufactured by Cutter Laboratories. Of these, 79 were 
among vaccinated children, 105 among family contacts, and 
20 among community contacts. In addition a few cages 
occurred in association with one lot of vaccine manufactured 
by Wyeth Laboratories. Since the middle of May, when 
safety standards were revised, no evidence has cast suspicion 
on any vaccine. 





W.H.O. Conference on Poliomyelitis Vaccines 


Experience of poliomyelitis vaccines of the Salk type ia 
eight different countries was reviewed recently by a W.H0. 
study group at Stockholm. Apart from America, whos 
recent work with the vaccine is recorded above, only 
Canada and Denmark vaccinated large numbers of children 
this year. From April to July 860,000 Canadian children 
aged 5-9 were vaccinated. Among the vaccinated 1.07 per 
100,000 contracted paralytic poliomyelitis, among ut 
vaccinated children 5.39. Three cases of poliomyelitis were 
reported in children during the first four weeks after vaccina- 
tion : “ Further investigation showed that there was only one 
of these for which vaccination could possibly be held respon- 
sible.” In Denmark 425,000 children aged 7-12 wer 
vaccinated in April. No case of poliomyelitis occurred 
among them, but from April to September only 7 cases of the 
paralytic disease were reported in the whole of Denmark 
Vaccination was also carried out in Greenland and the Faroe 
Islands. In France a small trial with a similar type of vat 
cine was carried out. No ill effects were observed. 


Poliomyelitis Virus Crystallized 


The isolation of poliomyelitis virus in crystalline form has 
been reported by C. F. Schwerdt and F. L. Schaffer, of the 
University of California (Science, November 4, 1955, p. 879} 
Purified and concentrated MEF-1 virus was prepared from 
tissue culture of monkey kidney. The product consisted of 
spherical particles 27 mu in diameter. Crystals were formed 
from this concentrate. They appeared to be bip 
tetragonal prisms about 30 » long. This is the first time that 
an animal or human virus has been obtained as c 
observable by light microscopy. 


Smog in Manchester 


The dense smog which gathered over Manchester in the 
middle of November notably increased the death rate @ 
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its worst day. According to a report issued by the medical 
officer of health, Dr. C. Metcalfe Brown, the climatic con- 
ditions were similar to those causing the London fog in 
1952—namely, an anticyclone with practically no wind, a 
lower temperature and higher humidity than usual, and a 
colder layer of air overlaid by a warmer layer. The fog 
developed on November 16 and became more dense on 
November 17 and 18. Thereafter it cleared, recurring in 
some districts from time to time, though not so densely until 
the end of November. The accompanying table shows the 
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1955 1954 _ 
Date Smoke sO, Smoke so, 
(mg. ‘cu.m.)| (p.p.m.) Deaths | (mg. icu.m.)| (p.p.m.) | Deaths 
0-21 0-117 15 0-19 094 
Now. #° 0-28 0-157 26 0.80 0-274 18 
a 0-97 0-333 24 0-75 0-244 26 
“ee 1-25 0-675 23 1-20 0-372 
an 3-4 1-30 47 0-83 0-282 34 
° 149 1-13 0-736 38 0-56 0-222 35 
” 920 1-28 0-454 36 0-31 0-140 29 
* 21 1-04 0-298 34 0-20 0-086 30 
"7 1-00 0-363 31 0-10 0-037 31 
an 0-42 0-239 34 0-18 0-072 
* 0-17 0-184 30 0-21 0-106 17 
” 95 0-36 0-224 39 0-19 0-082 35 
” 26 0-56 0-246 33 0-26 0-090 34 





























mean concentration of smog and sulphur dioxide in the air 
(with figures for the days of the smog in bold type), and 
the numbers of deaths reported daily during November 
14-26, together with some comparable figures for last year. 
The number of deaths on November 18 was about 14-2 
times the average daily number in November in Manchester. 
A high proportion of the increased number of deaths were 
due to bronchitis. 


Infectious Diseases 


Increases in the number of notifications of infectious 
diseases in England and Wales during the week ending 
November 19 included 90 for measles, from 2,355 to 2,445, 
83 for dysentery, from 535 to 618, 75 for whooping-cough, 
from 1,072 to 1,147, and 35 for scarlet fever, from 1,011 to 
1,046 ; the only large decrease was 52 for acute poliomyelitis, 
from 226 to 174. 

The largest rises in the number of notifications of measles 
were 97 in Carmarthenshire, from 37 to 134, 57 in Devon- 
shire, from 263 to 320, and 45 in Lancashire, from 190 to 
235 ; the largest fall was 51 in Yorkshire West Riding, from 
98 to 47. The largest fluctuation in the trends of whooping- 
cough was an increase of 28 in Middlesex, from 29 to 57. 
The only variation of any size in the trends of scarlet fever 
was a rise of 28 in London, from 49 to 77. 5 cases of diph- 
theria were notified, being 11 fewer than in the preceding 
week. Two cases were notified in Birmingham C.B. and 
Epping and Ongar R.D. 

The largest returns of acute poliomyelitis were London 
20 (Woolwich 10), Middlesex 18 (Harrow M.B. 5), Surrey 
15, Kent 12 (Bexley M.B. 4), Lancashire 11, Yorkshire West 
Riding 11. 

The rise in the incidence of dysentery was mainly due to 
Lancashire, where the notifications were 85 more than in 
the preceding week. The largest returns during the week 
were Lancashire 173 (Liverpool C.B. 61, Lytham St. Annes 
M.B. 30,. Oldham C.B. 16), Yorkshire West Riding 162 
(Kirkburton U.D. 42, Bradford C.B. 38, Leeds C.B. 18, 
Huddersfield C.B. 17), London 55 (scattered through 15 
boroughs), Southampton county 27 (Lymington M.B. 15), 
Surrey 24 (Leatherhead U.D. 15), Durham 24, Middlesex 21, 
and Warwickshire 20 (Birmingham C.B. 15). 

The largest outbreak of food-poisoning notified during the 
week was 165 cases in Birmingham C.B. 


Week Ending November 26 


The notifications of infectious diseases in England and 
Wales during the week included: scarlet fever 1,131, 
whooping-cough 1,184, diphtheria 10, measles 2,521, acute 
pneumonia 411, acute poliomyelitis 159, dysentery 629, 
paratyphoid fever 11, and typhoid fever 11. 


Graphs of Infectious Diseases 


The graphs below show the uncorrected numbers of cases 
(deaths for influenza) of certain diseases notified weekly in 
England and Wales (great towns for influenza). Highest 
and lowest figures reported in each week during the nine 
years 1946-54 (influenza, 1952-4) are shown thus ------ . 
the figures for 1955 thus Except for the curves 
showing notifications in 1955, the graphs were prepared at 
the Department of Medical Statistics and Epidemiology, 
London School of Hygiene and Tropical Medicine. 
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INFECTIOUS DISEASES AND VITAL STATISTICS 


Summary for British Isles for week ending November 19 
(No, 46) and corresponding week 1954. 


Figures of cases are for the countries shown and London administrative 
county. Figures of deaths and births are for the 160 great towns in 
England and Wales (London included), London administrative county, the 
17 principal towns in Scotland, the 10 principal towns in Northern Ireland, 
and the 14 principal towns in Eire. 

A blank space denotes disease not notifiable or no return available. 

The table is based on information supplied by the Registrars-General of 
England and Wales, Scotland, N. Ireland, and Eire, the Ministry of Health 
and Local Government of N. Ireland, and the Department of Health of Eire. 
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* Measles not notifiable in Scotland, whence returns are approximate. 
+ Includes primary and influenzal pneumonia. 
§ Includes puerperal pyrexia 
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audience of some 300 fellows and guests, 


WeEMYSS AND MarRcH opened the new extension to the 
library of the Royal College of Physicians of Edinb 


at No. 8, Queen Street, here illustrated. 
Davipson, the president, declared this to 


interesting venture undertaken by the College since the 
Although, he ¢op. 
tinued, No. 8, Queen Street, of which the new rooms were 
a part, had been purchased by the College neariy a cen 

ago, only recently had it become available for the College's 
use. This fortunate chance had enabled them not only to 


new library was built 75 years ago. 
























meet the growing requirements of their library, which had 
now been expanding for 274 years, but also to preserve ip 
suitable form the beauty and dignity of a drawing-room 
suite recognized as one of Robert Adam’s masterpieces. 
Lord Wemyss, who among other distinguished appointments 
is chairman of the Royal Commission on Ancient and 
Historical Monuments of Scotland, referred to the histori 
interest of No. 8, Queen Street, not only as a house designed 
by Robert Adam in 1770 but as the first to be built in that 
He congratulated the College on planning 
“ this most interesting enterprise of restoration and redecorm 
After the vice-president, Dr. Rae Gur-curist, had 
moved a vote of thanks to Lord Wemyss, the guests visited 
the new rooms and were entertained by the College. Origit- 
ally the use of the library was restricted to fellows, but 
a recent decision of the College any member of the medical 
profession, or any other suitable person, can now readil 
the library, and, subject to some simple formalities, borrow 


famous street. 


tion.” 


from it either in person or by post. 


Bovine Tuberculosis.—The Ministry of Agriculture até 
Fisheries, in a joint statement with the Department of Agr 
culture for Scotland, announces that about 60% of the cattle 
in Great Britain are now attested, compared with 30%? 
year ago. During the past year the rate of voluntary attest 


tion was nearly double that of previous years. 


of cattle and the percentage attested in each country wet 
on October 1: England, 7 million (53%); Scotland, 17 
Areas in En 


million (77%); Wales, 1 million (83%). 


——SS= 


Royal College of Physicians of Edinburgh.—On Monday 
afternoon of this week, in the presence of a distinguishes 







the EARL op 









Sir STANLEy 
be the mogt 
































[Glasgow Herald 























The number 


















MEDICAL NEWS 


Mepicat JouRNAL 1459 





Dec. 10, 1955 





where under 30% of the cattle were attested were the Isle of 
Ely (17%), Huntingdon (28%), Lincoln (10%, 22%, and 
27% according to the area), Rutland (17%), and the East 
Riding of Yorkshire (17%). The Scottish area with the 
lowest attestation rate was Aberdeen (35%), and the corre- 
sponding Welsh area Anglesey (47%). 


Clinical Research at the Middlesex.—A most interesting 
series of demonstrations were on view at the Institute of 
Clinical Research of the Middlesex Hospital Medical School 
on Tuesday evening. New techniques, or refinements of old 
techniques, are being ingeniously applied in elucidating the 
causes of disease and the results of treatment. Sarcoidosis, 
post-mortem pulmonary arteriography, the chemotherapy of 
malignant disease, paper chromatography of bile acids, 
cancer of the lung, cortisone—these were just some among 
many other subjects which intelligent display made palat- 
able to the uninstructed visitor. 


British Postgraduate Medical Federation.—The Federation 
is closing its central office at 2-4, Gordon Square, and moving 
to 18, Guilford Street, London, W.C.1 (Tel.: HOLborn 
2716), on December 5. The new building is on a site pur- 
chased for the Federation by the University of London, 
close to the Province of Natal Model Welfare Centre and 
Institute of Child Health, and opposite London House. It 
is the first stage of the proposed Postgraduate -Medical 
Ceutre, which will include the medical section of the Uni- 
versity Library. 

Postgraduate Awards.—The Association of Universities of 
the British Commonwealth has just published the eighth 
revised edition of its list of postgraduate awards tenable at 
universities in the United Kingdom. There is also included 
a short list of overseas awards. Twenty of the 123 pages 
are devoted to awards in medicine and surgery. Copies of 
the list may be obtained free on request from the association, 
36, Gordon Square, London, W.C.1. 


Colonial Medical Research Committee—The volume 
containing the Colonial Research Council’s annual report 
for 1954-5 (Cmd. 9626, price 9s., H.M.S.O.), published on 
November 30, includes the tenth annual report of the 
Colonial Medical Research Committee, covering the same 
period. The chairman of the committee is Sir HaRoLD 
Himswortu, F.R.S., secretary of the Medical Research 
Council, and it has research subcommittees on malaria, 
the sickle-cell trait, and helminthiasis. This last body has 
been particularly concerned with measures against schisto- 
somiasis. Regional councils for medical research have been 
established in both East and West Africa, and they held 
their first meetings in the early months of this year ; simi- 
lar arrangements are foreshadowed for the West Indies. 
During the year reviewed the principal subjects of research 
were loasis and onchocerciasis (Cameroons and Nigeria), 
filariasis (East Africa and Malaya), guinea-worm (Nigeria), 
schistosomiasis (Gambia), malaria (East and West Africa 
and Trinidad), virus diseases including yellow fever (Nigeria, 
Uganda, Trinidad, and Malaya), animal-borne diseases 
(Malaya), relapsing fever (East Africa), the identification 
of insect blood-meals, physiological and nutritional research 
(Uganda, Nigeria, and Jamaica). sickle-cell trait and anaemia, 
and leprosy (Singapore). 

Nuffield Orthopaedic Centre.—Last month Lord NUFFIELD 
announced a gift of £200,000 to the newly named Nuffield 
Orthopaedic Centre at Oxford. In 1949 Lord Nuffield 
established the Nuffield Orthopaedic Centre Trust with a 
capital fund of £50,000. Its main purpose was the creation 
of an orthopaedic centre in Oxford which would serve as a 
focus of activity for the university department of ortho- 
paedics and the Wingfield-Morris Orthopaedic Hospital, 
both of which he had most generously endowed. Only a 
few weeks ago the Oxford Regional Hospital Board granted 
the unanimous request of the Wingfield-Morris’s manage- 
ment committee to rename the hospital the Nuffield Ortho- 
paedic Centre. 

Radioactive Fall-out.—-On November 26 Russia announced 
that she had recently exploded an extremely powerful 


hydrogen bomb of a new type. The explosion was stated 
to have been carried out at great height in order to avoid 
radioactive fall-out. However, in Japan “the hottest 
ever” radioactive rain and dust are said to have been 
recorded for several days following November 25, and 
reports of increased atmospheric radioactivity have come 
from countries as far distant from Japan as Germany, 
Holland, Sweden, France, and Italy. 


International Research on Child Development.—The 


second annual meeting, organized by the International - 


Children’s Centre, Paris, of the research teams collaborating 
in studies of child development, was held in Stockholm on 
October 10 and 11 under the chairmanship of Professor 
A. WALLGREN (Stockholm). Teams from Brussels, Dakar, 
London, Paris, Stockholm, and Zurich were represented, the 
London representatives being Dr. FRANK FALKNER and Dr. 
C. B. HinpLey from the Child Study Centre of the Insti- 
tutes of Education and Child Health. All these teams are 
conducting long-term follow-up (“ longitudinal”) studies of 
physical and mental development in children (see this 
Journal, 1954, 2, 1132). The meeting was concerned with 
the standardization of methods used at the different centres 
in assembling socio-economic and anthropometric data, 
clinical examination, and psychological testing. 


Blood Donation in 1955.—In the first six months of this 
year there were more gifts of blood to hospitals in England 
and Wales than in any comparable period. Total dona- 
tions to the National Blood Transfusion Service up to the 
end of June were 379,282. Last year, in the same period, 
there were 344,269 donations. At the end of June the total 
strength of the donors’ panel was 571,659, an increase in 
six months of over 31,000. This is 6,000 more than the 
total increase in the whole of 1954. Despite this welcome 
increase the National Blood Transfusion Service is still 
seeking many more regular donors. Anyone in normal 
health, aged between 18 and 65, is acceptable for blood 
donation. 


Hospital Call System.—St. Thomas’s Hospital, London, is 
now testing a magnetic call system for its medical staff, 
based on that used in the Palais de Chaillot, Paris, for the 
broadcasting _of simultaneous translations during _inter- 
national conferences. It avoids any disturbance of the 
patients. For technical reasons a wireless system proved 
impracticable, The hospital buildings are surrounded by 
loops of wire connected to a transmitting amplifier, and 
the staff on call carry small receivers capable of picking up 
their code signals. At present signals are transmitted on 
four frequencies and nine receivers are in use; but it is 
intended to increase the number of receivers to 40, and also 
the number of transmitting frequencies. Ultimately it may 
be possible to transmit speech through the system. 


London University—Dr. G. B. D. Scorr has been 
appointed to the university readership in morbid anatomy 
tenable at the Royal Free Hospital School of Medicine. 


“ Family Doctor.”—Next month Family Doctor is to have 
a larger page size. The number of pages will not be 
increased, and the price will stay the same. The December 
issue contains an article on osteoarthritis by Dr. ‘OswaLp 
SAVAGE in a series “ How to Live with Your Rheumatism ” 
and an account of a public health investigation into an out- 
break of trichinosis in Liverpool. Much of the rest of the 
issue is concerned with preparations for Christmas. 


Chair of Genetics, Glasgow.—Dr. Guipo PoNTECORVO, 
F.R.S., has been appointed to the newly created Chair of 
Genetics at Glasgow University. 


Professor L. J. Witts, Nuffield professor of clinical medi- 
cine at Oxford, is to act as William MclIlrath guest professor 
in medicine at the Royal Prince Alfred Hospital, Sydney, 
during August and September next year. 


Sir Harold Whittingham, director of Medical Services of 
B.O.A.C., has been re-elected chairman of the medical com- 
mittee of the International Air Transport Association. 
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COMING EVENTS 


Exhibition of X-ray Photography.—-In commemoration of 
the discovery of x rays by Réntgen 60 years ago the Royal 
Photographic Society, with other interested organizations 


such as the British Institute of Radiology, is holding an. 


exhibition of x-ray photography at 16, Princes Gate, London, 
S.W.7, December 14-22. It will be open on weekdays, 
10 a.m.-6.45 p.m., except Saturday, December 17, when it 
closes at 5 p.m. Admission free. There will also be evening 
lectures and films in connexion with the exhibition. 


International Congress of Gastroenterology.—The British 
Society of Gastroenterology is acting as host for an inter- 
national congress to be held in London from July 18 to 21, 
1956, under the presidency of Dr. THoMas Hunt. This will 
also be the fifth meeting of the Association des Sociétés 
Européennes et Méditerranéennes de Gastro-Entérologie. 
The main subjects to be discussed will be: ulcerative 
coltis; pre-malignant conditions of the gastro-intestinal 
tract; and non-malignant diseases of the oesophagus. 
There will be a congress dinner at Guildhall on July 20. 
Registration fee for full membership, £10. Further details 
from the hon. secretary of the Congress, Mr. HERMON 


Taytor, F.R.C.S., The London Hospital, Whitechape!, 
London, E.1. 
British Association of Urological Surgeons.—Annual 


meeting in Liverpool, June 28-30, 1956. Papers and films 
for the meeting should be sdbmitted before January 25, 
1956, to the hon. secretary at 45, Lincoln’s Inn Fields, 
London, W.C.2. 


NEW ISSUES 


British Journal of Ophthalmology.—The new issue (Vol. 39, 
No. 11) is now available. The contents include: 


TREATMENT OF Gross CORNEAL OPACIFICATION BY LAMELLAR AND ANNULAR 
LAMELLAR KeraToptasty. A. G. Leigh. 

Errecr OF A CARBONIC ANHYDRASE INHIBITOR (DIAMOX) ON INTRA-OCULAR 
Pressure oF Rassits AND Cats. J. Gloster and E. S. Perkins. 

GLAUCOMA TREATED WITH D1AMox. PRELIMINARY REPORT OF 20 CASES. 


S. M. Drance. 

Dramox THERAPY IN Frat CHamper. L. P. Agarwal, K. Sharma, and 
S. R. K. Malik. 

ESSENTIAL SHRINKAGE OF THE CONJUNCTIVA IN EPIDERMOLYSIS BULLOSA 
Herepiraria. Mahmud Ali Shah and Mubarika Shah. 


Symptoms oF CoNGEsTive (CLOSED ANGLE) GLAUCOMA OCCURRING IN EYES 
with A Wipe Cuamser ANGLE. P. L. Blaxter. 

ADSORPTION OF THIOCYANATE TO THE PLASMA PROTEINS. WITH SPECIAL 
REFERENCE TO THE DISTRIBUTION OF THIS ION BETWEEN AQUEOUS 
Humour AND PLasMa, Hugh Davson. 

Surr-Lame Stupy oF THE Aqueous VEINS IN StmPLE GLAUCOMA DuwuRING 
THe Amy. Niterre Test. G. Cristini and N. Pagliarani. 

PATTERN OF VisuaL Derects tN CHILDREN. N. L. McNeil. 

CONGENITAL EVERSION OF THE Upper EveLips. M. Mazhar. 

Issued monthly ; annual subscription £4 4s. ; single copy 
8s. 6d. : obtainable from the Publishing Manager, B.M.A. House, 


Tavistock Square, London, W.C.1. 


Abstracts of World Medicine.—The December issue (Vol. 18, 
No. 6), which is now available, contains abstracts of important 
papers drawn from medical and other scientific journals pub- 
lished in some twenty different countries and in all five continents. 
The subjects covered range over the whole field of clinical medi- 
cine and include pathology, microbiology and parasitology, 
pharmacology, and chemotherapy ; there are also sections dealing 
with medical genetics, public health and industrial medicine, 
forensic medicine and toxicology, anaesthetics, and the history 
of medicine. 

Issued monthly; annual subscription £4 4s.; single copy 
8s. 6d.; a specimen will be sent free on request to the Publishing 
Manager, B.M.A. House, Tavistock Square, London, W.C.1. 


SOCIETIES AND LECTURES 


A fee is charged or a ticket is required for attending lectures marked @. 
Application should be made first to the institution concerned. 


Sunday, December 11 
Sigerist Society.—At Bedford Hotel, Southampton Row, W.C., 3 p.m.. 
Guest Speaker, Dr. A. D. Morris: James Parkinson—Social and Political 


Reformer. 
Monday, December 12 
Lonpon Unrversttry.—At London Hospital Medical College, 5 p.m., special 


niversity lecture in medicine by Professor H. M. Weyrauch (Stanford 
Uarversivy, U.S.A.): Modern Concepts and Treatment of Non-obstructive 


Urinary Infections. 


—$——— >. 


Tuesday, December 13 
ASSOCIATION. OF MEDICAL RECORDS OFFICERS.—At St. 

Hospital, E.C., 6.40 p.m., Canadian film: Science Against Cancer : 

cussion on cancer registration procedure ; visit to Follow-up : de 
BRITISH POSTGRADUATE MEDICAL FEDERATION.—At London School 

Hygiene and Tropical Medicine, 5.30 p.m., Dr. J. N. Hunt: In e 
ct, Gastric Digestive Function in Man. vestigation 
LFORD MEDICAL 1ETY.—At King George Hospital, 9 p.m. 

Leahy: Medical Hypnotism. Members of the Stratford Divisione .. 
rate invited. » BLA, 
NSTITUTE OF DERMATOLOGY.—5.30 p.m., Dr. P. D. mman: 
Erythemas ve we + Tee 
NSTITUTE OF NeEUROLOGY.—5.30 p.m., Dr. R. A. Henson: 

Including Painful Phantom Limbs. Central Pain 
ROYAL COLLEGE OF SURGEONS OF ENGLAND.—{1) 3.45 p.m., Imperial] Cancer 

Research Fund Lecture by Professor Geoffrey Hadfield: Pituitary. 

Dependent Breast Cancer. (2) 5 p.m., Moynihan Lecture by Professor 

H. M. Weyrauch (California, U.S.A.): Landmarks in Uretero-Intestingj 

Anastomosis: Evolution of a Modern Technique. 

West END Hospital FOR NEUROLOGY AND NEUROSURGERY.—S5.30 p.m Dr. 

T. Rowland Hill: Neurological demonstration. Ba, 


Wednesday, December 14 


BIRMINGHAM MEDICAL INSTITUTE: SECTION OF PSYCHIATRY.—8 p.m. Profes- 
sor A. Kennedy: Human Reactions to Danger. ‘ 

INSTITUTE OF DERMATOLOGY.—5.30 p.m., Dr. H. Haber: Lichen Planus and 

: Lichenoid — ‘ 

NSTITUTE OF UroLOGY.—4.30 for 5 p.m., Dr. W. N. Mascall: ONococeal 
Urethritis. _ 

MIDLAND Mepicat Sociery.—At Selly Oak Hospital, Birmingham, 8.15 Dm. 
clinical meeting. ’ 

RoyaL COLLEGE OF SURGEONS OF EDINBURGH.—3.30 p.m., Sir Stewart Duke. 
yew di Some Problems in Homoplasty, with Special Reference to Corneal 

rafting. 

ROYAL FACULTY OF PHYSICIANS AND SURGEONS OF GLASGOW.—S p.m., Mr 
Roland Barnes: Modern Trends in Bone and Joint Tuberculosis, : 

Royat SOCIETY FOR THE PROMOTION OF HEALTH.—2.30 p.m., Sir Weldon 
Dalrymple-Champneys: Vaccination Against Poliomyelitis. 

Society oF CHEMICAL INDUsTRY: Foop Group.—At Linnean Society, Bur. * 
lington House, W., 6.30 p.m., meeting of Nutrition Panel. Subject: 
Vitamins of the B Group. Speakers, Dr. H. M. Sinclair, Miss A. M 
Copping, M.Sc., and Dr. J. B. Coppock, Ph.D., F.R.I.C. " 


Thursday, December 15 


BriTIsH POSTGRADUATE MEDICAL FEDERATION.—At London School of 
Hygiene and Tropical Medicine, 5.30 p.m., Dr. R. E. Davies: Biochemical 
Aspects of Gastric Secretion. 

EpinsurGu Ciinicat CLus.—At Institute of Chartered Accountants, 8 p.m, 
Dr. W. I. Card: Gastro-intestinal Pain. 

@INstiTuTE OF OssTeTric§ AND GyYNAECOLOGY.—3 p.m., Mr. D. W. Currie: 
Carcinoma of Cervix. 

LIVERPOOL MEDICAL INSTITUTION.—8 p.m., symposium: Medical and Surgi- 
cal Aspects of Treatment of Peptic Ulcer. Openers, Dr. R. M. Evans 
and Mr. J. Howell Hughes. 

LONDON Jewish HospitaL Mepicat Socrety.—At 11, Chandos Street, W., 
8.30 p.m., Dr. William Evans: Heart Sounds as Tellers of Disease. 
Royal COLLEGE OF PHYSICIANS OF EDINBURGH.—S p.m., Sydney Watson 
— Lecture by Professor L. J. Wiits: Anaemia and the Alimentary 

ract. 

Royat COLLEGE OF PHYSICIANS OF LONDON.—S5 p.m., Tudor Edwards Lecture 
by Sir Geoffrey Marshall: Tudor Edwards: His Contribution to the Swudy 
of Diseases of the Chest. 

RoyaL COLLEGE OF SURGEONS OF ENGLAND.—S p.m., Arris and Gale Lecture 
by Professor Roger Warwick: Oculomotor Organization. 


Friday, December 16 

Broca#emicaL Society.—At St. Thomas’s Hospital Medical School, 2 p.m, 
scientific papers. 

@INsTITUTE OF DERMATOLOGY.—5.30 p.m., clinical demonstration by Dr. 
G. C. Wells. 

INSTITUTE OF DISEASES OF THE CHEST.—5 p.m., clinical demonstration by 
Dr. J. L. Livingstone. 

@INstiTuUTE oF OssTeTRIcCs AND GyYNaECOLOGY.—4.30 p.m., Mr. E. C. 
Fahmy: Pelvic Tuberculosis. 

RoyaL Mepico-CurrurGicaAL Society OF GLasGow.—At Royal Faculty of 
Physicians and Surgeons of Glasgow, 8.30 p.m., Professor R. Cruick- 
shank: Acute Respiratory Infections. 





BIRTHS, MARRIAGES, AND DEATHS 


BIRTHS 


Jacobs.—On November 25, 1955, at the London Hospital, E., to Dr. 
Dorothy Jacobs and Dr. Philip Jacobs, a daughter—Philippa Cathria. 


DEATHS 


Anderson.—On November 8, 1955, in Aden, the result of a motor accident, 
Joseph Lewis Anderson, M.B., F.R.C.S.Ed. 

Atiderson.—On November 10, 1955, in hospital, William Ward Anderson, 
M.B., Ch.B., of 3, Rotherwick Road, London, N.W. 

Cuthbert.—On November 9, 1955, at “ Hurst,” Palmers Way, High 
Salvington, Worthing, Sussex, James Harvey Cuthbert, M.B., ChB. 
late of Goodmayes, Essex, aged 72. : 

Geary.—On November 6, 1955, in hospital, Herbert Voisey Geaty 
M.R.C.S., L.R.C.P., of Surbiton, Surrey. 

Hail.—On November 8, 1955, Percy Hall, M.R.C.S., L.R.C.P., of London, 
W., aged 73. 

Harris.—On November 7, 1955, Herbert Stocker Harris, M.R.CS. 
L.R.C.P., of Fair View, Northwyke Road, Felpham, Bognor Regis 
Sussex, late of Esher, Surrey, aged 80. . 

Héndry.—On October 30, 1955, at Dundee Royal Infirmary, William 
Patrick Hendry, M.B., Ch.B., of Eden Villa, Cupar, Fife. 

Leakey.—On November 11, 1955, Charles Montague Leakey, L.M.S.S.A. 
of Goldsworthy House, Gunnislake, Cornwall, aged 91. 

Mann.—On November 9, 1955, in hospital, Gulabrai Parmanand Mana 
M.B., B.S., F.R.F.P.S.. D.O.M.S., of 139, Fellows Road, London, NW. 

Montgomery.—On November 8, 1955,- in Aden, the result of a molt 
accident, Desmond Matthew Montgomery. M.R.CS. LRCP 
D.T.M.&H., aged 37. 
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Any Questions ? 
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We publish below a selection of those questions and 
answers which seem of general interest. It is regretted 
that it is not possible to supply answers to all questions 


submitted. 


Inheritance of Hare-lip and Cleft Palate 


Q.—How are cleft palate and hare-lip inherited? If one 
child has had either of these deformities in any degree is 
there an increased likelihood of a similar (or different) defect 
in subsequent children ? 

A.—Hare-lip with or without some degree of lateral cleft 
palate is genetically and embryologically distinct from mid- 
line cleft palate. In both conditions there is an increased 
likelihood of a similar, but not of a different, defect in subse- 
quent children. For hare-lip, with or without cleft palate, 
the risk of a similar malformation in a subsequent child is 
about 1 in 20 where both parents are normal and about 1 in 
10 where one parent is affected ; these risks are independent 
of whether relations other than parents are also affected. 
For mid-line cleft palate with no other relation affected the 
risk is about 1 in 80, but is about 1 in 6 if one parent is 
also affected and 1 in 8 if a near relation other than a parent 
is also affected. 


Sterilization Procedure for Mass Vaccination 


Q.—How should scarifiers and needles for vaccination be 
sterilized? Is there a danger of transmitting diseases such 
as syphilis if sterilization is not done after each vaccination ? 


A.—Surgical needles, preferably triangular or Hagedorn’s, 
and other instruments such as scarifiers must always be 
sterilized for each individual vaccination. A simple and 
convenient method is to dip the selected implement, usually 
a needle, in spirit, flame, and only when cool bring it into 
contact with smallpox vaccine. Adequate cooling may be 
ensured by employing three or more needles and sterilizing 
each in turn. Boiling is an alternative but more troublesome 
method of sterilization. 

Syphilis and other diseases might have been conveyed prior 
to 1840 in this country when it was the practice to inoculate 
individuals with virus taken from the lesions of other per- 
sons, To-day trouble is more likely from cellulitis and 
lymphadenitis, but the risk is reduced by proper precautions 
against secondary infection and by the use of the multiple- 
pressure method, which is the technique of choice of the 
Ministry of Health. If the scratch method is preferred, 
vaccination should be carried out by” linear superficial 
incision or incisions a quarter of an inch (6 mm.) long, 
causing only a slight exudation of serum with little or no 
blood, The old practice of “ cross-hatching” is not recom- 
mended. 


Episiotomy Before Forceps Extraction 


Q.—Forceps operations are usually carried out after a 
preliminary episiotomy. Is it better to perform the episio- 
tomy before or after the application of the blades? 


A.—There is disagreement on this point in those textbooks 
which consider it. The performance of the episiotomy be- 
fore the application of the forceps presents one obvious 
disadvantage—namely, that a considerable amount of blood 
may be lost (up to 200 ml. has been measured) before the 
delivery is completed and the incision repaired. Against 
this there are certain advantages. Firstly, when the head is 
already distending the perineum, the episiotomy may obviate 
the necessity for employing “outlet” forceps at all. 
Secondly, more room is secured for any manipulations, such 
as when the head requires preliminary rotation from a 
transverse or posterior position; but many obstetricians 
prefer at this stage to “ iron-out” the perineum rather than 
incise it. However, when Kjelland’s forceps are employed 


the episiotomy should always be done first, because the 
shanks of these “ straight” forceps press very deeply into 
the perineum. 

Nevertheless it is probably true to say that in this country 
the majority of obstetricians defer the episiotomy until the 
head is distending the perineum, when it is easier to judge 
the extent of incision required. Yet it seems likely that, 
while the timing of the episiotomy may not affect the degree 
of damage sustained by the perineal structures, its per- 
formance before the application of the forceps may save 
considerable strain on the anterior vaginal wall and the 
supports of the bladder neck—and also on the foetal skull 
— the operation is being done in the interests of the 

aby. : 


Prognosis after Two Intrauterine Deaths from Rhesus 
Incompatibility 
Q.—What are the chances of an Rh-negative woman, with 
a homozygous Rh-positive husband, having a live baby after 
two consecutive foetal deaths in utero at the 32nd and 
36th week respectively? There is one child living who was 
born previously. 


A.—After two intrauterine deaths, and with a homo- 
zygous husband, a woman whose serum contains Rh anti- 
body has only about a one-in-ten chance of a future live 
birth. This chance would be slightly increased by deliver- 
ing the infant prematurely at about the 35th week. How- 
ever, there would then be an increased risk that the infant 
would develop kernicterus, despite replacement: transfusion. 
In view of the fact that the infant would be likely to be 
very severely affected with haemolytic disease and would 
possibly be moribund, it would not seem right to perform 
caesarean section. If the child did survive in utero until 
term and were born alive, it would have a very good chance 
of recovering completely if it were treated promptly by 
replacement transfusion. Waiting for several years would 
probably not increase the chance of a live birth. 

In summary, the outlook is bad and it would seem best 
to discourage this couple from having more infants. 


Kveim Test for Sarcoidosis 


Q.—What is the Kveim antigen? What is its value in the 
diagnosis of sarcoidosis, and how is it used? 


A.—An intradermal test providing histological proof of 
sarcoidosis was introduced by Kveim in 1941.’ It has since 
been extensively used in the United States and Scandinavia, 
although but infrequently in Great Britain. This is a pity, 
because it is a simple, safe, and specific out-patient technique. 
Besides giving histological proof of sarcoidosis, it also pro- 
vides an index of activity of the disease, an index of 
progress, and, by serial biopsy, a method of evaluating 
various treatments. 

The antigen is prepared by emulsifying sarcoid tissue 
in physiological saline in a dilution of 1:10 wet weight. 
Sarcoid tissue from any source, including spleen, skin, or 
tonsil, can be used, but a sarcoid lymph-node produces the 
most potent antigen. Apart from aerobic and anaerobic 
cultures for sterility, some antigen should be inoculated into 
a guinea-pig to ensure that it is free from tubercle bacilli. 
The decanted suspension is sterilized by heat at 56° C. for 
two hours on two successive days. 

The antigen is injected intradermally into the flexor aspect 
of the forearm in a dose of 0.2 ml., using a wide-bore 
needle. In patients with sarcoidosis, a dusky-red papule 
develops after a few days and it is present as a distinct 
palpable nodule at the end of one month; biopsy reveals 
sarcoid tissue. The test is positive in approximately three- 
quarters of patients with sarcoidosis.*? False-positive re- 
actions do not occur in other diseases. It is more likely to 
be positive in the acute forms than in the late chronic 
fibrotic stage of the disease. It is particularly helpful in 
providing histological proof in the syndrome of erythema 
nodosum, bilateral hilar lymphadenopathy, and transient 
polyarthritis. 
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The antigen is not produced commercially. There is no 
difficulty in preparing it, but supplies are dependent on a 
readily available source of sarcoid tissue. 
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Rheumatic Fever Prophylaxis 


Q.—What preparation and dose of penicillin are advised 
for preventing recurrences of rheumatic fever among a 
group of Canadian schoolchildren? Cost must be con- 
sidered. 


A.—In England prophylaxis against the haemolytic 
streptococcus in children who have had an attack of rheu- 
matic fever usually consists in the administration of either 
a triple sulphonamide mixture (“ sulphatriad”), 0.5 to 1 g. 
per day, depending on body weight, or oral benzylpenicillin 
(crystalline penicillin G) in the form of tablets (200,000 units 
per tablet), one taken on a fasting stomach twice a day. 
In England the cost of the sulphonamide prophylaxis is less 
than that of the penicillin by one half. Treatment is 
usually continued until adult life is reached. Little trouble 
has been encountered with sensitivity reactions. Test papers 
are available for checking the presence of sulphonamide 


derivatives in the urine.’ 
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Skin Reactions Following Irradiation of Neoplasms 


Q.—Are allergic reactions a recognized complication of 
the breakdown of malignant tumours following radio- 
therapy? If so, what form do they take and what treat- 
ment is advised ? 


A.—Widespread skin manifestations have been recorded 
as taking place during x-ray treatment of internal neoplasms. 
Although the exact aetiology is uncertain they are generally 
regarded as being allergic. The eruption is usually of the 
erythema multiforme type, although many variations may 
occur. There is usually a time interval between the start 
of treatment and the appearance of the rash, which may 
be up to 21 days. The eruptions tend to clear up spon- 
taneously and as a rule respond favourably to the anti- 
histaminics. A series has been reported by Davis and Pack.’ 
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Artificial Sun-tan 


Q.—What type of ultra-violet lamp is recommended for 
a patient who wishes to preserve the sun-tan he acquired 
this summer? He wants to use the lamp at home. 


A.—Lamps for ultra-violet irradiation in the home are of 
the mercury-vapour type. The spectrum from these pro- 
duces a dusky grey pigmentation and not a tan. It is 
unlikely, therefore, that your patient will be able to maintain 
his tan through the winter unless he has access to a carbon- 
arc lamp, which is impracticable in the home. 


Moist Eczema Round Colostomy Opening 

Q.—A- woman with a well-placed left inguinal colostomy 
has severe moist eczema around the opening and below it. 
My impression is that the trouble is caused by the rubber 
forming the surround and edges of the colostomy cup. 
Bowel action is fairly good—never loose. What treatment 
is advised ? 

A.—This sort of trouble is distinctly uncommon in those 
with colostomies. One would like to know whether the 
patient is using a daily wash-out, and whether the colostomy 
cup is applied direct to the skin; it seems possible that 
the latter is the practice in this case. If the rubber cup 
is being applied direct to the skin this should cease. 
Most patients find it best to keep a small square of gauze 
or disposable absorbent tissue next to the skin, some a 


layer of paraffin gauze next to the stoma with a piece 
gauze or tissue over this. The shallow cup (generally made 
ot “ perspex” or some similar material) is fixed to the belt 
and merely used to steady the= dressing, so that the skin ‘ 
around the stoma is not sealed off but remains free te 
“breathe.” The use of a cup is certainly not obligatory | 
and at night it is easier to hold the dressing in place withy » 
small two-way-stretch roll-on belt. In fact, many patie 
prefer the latter to the more formal belt during the day 
well. 

In the event of the patient using a daily wash-out jt is 
very unlikely that a simple water one could be responsibje 
for the trouble. But if soap or some other agent is wgeg < 
this might be the cause. Likewise the mention of a “faim 
good—never loose” stool would make it most unlikely tha . 
ritual purgation with some irritating agent is responsible — 
If none of the factors suggested seems responsible in this — 
case, it is suggested that she might be referred back to the — 
surgeon who did the original operation ; alternatively the 
opinion of a dermatologist might be of value in case some 
unusual sensitivity may be present. 


Methylephedrine in Enuresis 


Q.—in treating an enuretic child with methylephedrine is 
it safe to adopt the scheme used for ordinary ephedrine, in 
which the dose may by five nightly 4-gr. (32-mg.) increments 
be pushed up to 5 gr. (320 mg.) nightly if necessary? 

A.—Methylephedrine is put up by the manufacturers in g 
tablet of 4 gr. (45 mg.), and this initial dose should be in- 
creased by ¢ gr. (45 mg.) every third night until (1) the 
desired effect is obtained, or (2) a dosage of eight tablets is ~ 
reached, or (3) the occurrence of side-effects makes it neces-"” 


sary to stop the drug. P 
The side-effects of methylephedrine are associated with — 
sympathetic overaction—tachycardia, tremors, and restless 
ness which lead to insomnia. iG 
NOTES AND COMMENTS ; 
Coronary Disease in Coal-miners.—Dr. A. L. Wetts (Llanelly) e 
writes: With reference to your answer on the incidence of — 
coronary disease in coal-miners (“* Any Questions ? ” October 29, 
p. 1100), analysis of a necropsy series of 388 South Wales coal- 
workers has shown that 75 (19.3%) died from coronary occ 
sion.' They were distributed as follows: Simple pneumoconiosis — 
cases, 181 (47 with coronary occlusion) ; massive pneumoconiosis — 
cases, 136 (18 with coronary occlusion) ; all cases with tuber ~ 
culosis, 71 (10 with coronary occlusion). The apparently high 
figures of this necropsy series can be partly explained by biased ~ 
sampling of the coal-working population. This is due to the © 
fact that these men came to necropsy in circumstances under ~ 
which there was a greater chance than not of their being selected — 
if they had displayed cardiovascular symptoms and signs during” 
life (although the absence of these clinical features did not 
necessarily preclude selection). Nevertheless, I think that this 
incidence is very high for any group of individuals and is ~ 
worthy of intensive study. Probably the relative incidence is © 
higher in those with simple than in those with massive pneumo=_ 
coniosis, because very many of the latter succumb to cor puk 
monale heart failure. Incidentally, the Registrar-General’s ” 
figures, as quoted by your expert, must be accepted with) 
caution in respect of their being partitioned into “ coal-getters " 4 
and others. This is because there is a good deal of coming ant 
going in the various occupations below ground. In my expefe + 
ence it is uncommon to find a man who has faithfully followed — 
a single job for the 40-50 years of his working life. By 
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